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INHIBITORS OF HISTONE DEACETYLASE 

This application claims priority from U.S. Provisional Patent Application No. 60/505884, 
filed on September 24, 2003, U.S. Provisional Patent Application No. 60/532973, filed on 
December 29, 2003, and U.S. Provisional Patent Application No. 60/561082, filed on April 9, 2004 

BACKGROUND OF THE INVENTION 

Field of the Invention 

[0001] This invention relates to the inhibition of histone deacetylase. More particularly, the 
invention relates to compounds and methods for inhibiting histone deacetylase enzymatic activity. 

Summary of the Related Art 

[0002] In eukaryotic cells, nuclear DNA associates with histones to form a compact complex 
called chromatin. The histones constitute a family of basic proteins which are generally highly 
conserved across eukaryotic species. The core histones, termed H2A, H2B, H3 f and H4, associate 
to form a protein core. DNA winds around this protein core, with the basic amino acids of the 
histones interacting with the negatively charged phosphate groups of the DNA. Approximately 146 
base pairs of DNA wrap around a histone core to make up a nucleosome particle, the repeating 
structural motif of chromatin. 

[0003] Csordas, Biochem. J., 286: 23-38 (1990) teaches that histones are subject to 
posttranslational acetylation of the a,e-amino groups of N-terminal lysine residues, a reaction that is 
catalyzed by histone acetyl transferase (HAT1). Acetylation neutralizes the positive charge of the 
lysine side chain, and is thought to impact chromatin structure. Indeed, Taunton et a/., Science, 272: 
408-411 (1996), teaches that access of transcription factors to chromatin templates is enhanced by 
histone hyperacetylation. Taunton et al. further teaches that an enrichment in underacetylated histone 
H4 has been found in transcriptionally silent regions of the genome. 

[0004] Histone acetylation is a reversible modification, with deacetylation being catalyzed by a 
family of enzymes termed histone deacetylases (HDACs). Grozinger eta/., Proc. NatL Acad. Sci 
USA, 96: 48684873 (1999), teaches that HDACs are divided into two classes, the first represented 
by yeast Rpd3~like proteins, and the second represented by yeast Hdal-like proteins. Grozinger et al. 
also teaches that the human HDAC1, HDAC2, and HDAC3 proteins are members of the first class of 
HDACs, and discloses new proteins, named HDAC4, HDAC5, and HDAC6, which are members of the 
second class of HDACs. Kao et a/., Genes & Dev„ 14: 55-66 (2000), discloses HDAC7, a new 
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member of the second class of HDACs. More recently, Hu et a/. J. Bio. Chem. 275:15254-13264 
(2000) and Van den Wyngaert, FEES, 478: 77-83 (2000) disclose HDAC8, a new member of the first 
class of HDACs. 

[0005] Richon et a/., Proc. Natl. Acad. ScL USA, 95: 3003-3007 (1998), discloses that HDAC 
activity is inhibited by trichostatin A (TSA), a natural product isolated from Streptomyces 
hygroscopicus, and by a synthetic compound, suberoylanilide hydroxamic acid (SAHA). Yoshida and 
Beppu, Exper. Cell Res., 177: 122-131 (1988), teaches that TSA causes arrest of rat fibroblasts at 
the d and G 2 phases of the cell cycle, implicating HDAC in cell cycle regulation. Indeed, Finnin et a/., 
Nature, 401: 188-193 (1999), teaches that TSA and SAHA inhibit cell growth, induce terminal 
differentiation, and prevent the formation of tumors in mice. Suzuki et a/., U.S. Pat. No. 6,174,905, 
EP 0847992, JP 258863/96, and Japanese Application No. 10138957, disclose benzamide 
derivatives that induce cell differentiation and inhibit HDAC. Delorme et a/., WO 01/38322 and 
PCT/IB01/00683, disclose additional compounds that serve as HDAC inhibitors. 
[0006] The molecular cloning of gene sequences encoding proteins with HDAC activity has 
established the existence of a set of discrete HDAC enzyme isoforms. Some isoforms have been 
shown to possess specific functions, for example, it has been shown that HDAC-6 is involved in 
modulation of microtubule activity. However, the role of the other individual HDAC enzymes has 
remained unclear. 

[0007] These findings suggest that inhibition of HDAC activity represents a novel approach for 
intervening in cell cycle regulation and that HDAC inhibitors have great therapeutic potential in the 
treatment of cell proliferative diseases or conditions. To date, few inhibitors of histone deacetylase 
are known in the art. 

BRIEF SUMMARY OF THE INVENTION 
[0008] Ortho-amino benzamides are known HDAC inhibitors. Substitutions at the ortho- and meta- 
positions relative to the amino group are detrimental to the potency of the inhibitors; however, some 
small substituents such as -CH 3 , -F, or -OCH 3 can be tolerated to a certain extent. We have now found 
that o-amino benzamide HDAC inhibitors having a much bigger but flat aromatic and heteroaromatic 
substituents such as phenyl, furyl, thienyl and the like para to the amino moiety are not only well 
tolerated but cause significant increase in HDAC inhibition activity. 
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[0009] Accordingly, the present invention provides new compounds and methods for treating cell 
proliferative diseases. The invention provides new inhibitors of histone deacetylase enzymatic 
activity. 

[0010] In a first aspect, the invention provides compounds that are useful as inhibitors of histone 
deacetylase. 

[001 1] In a second aspect, the invention provides a composition comprising an inhibitor of 
histone deacetylase according to the invention or a pharmaceutical^ acceptable salt thereof and a 
pharmaceutical^ acceptable carrier, excipient, or diluent. 

[0012] In a third aspect, the invention provides a method of inhibiting histone deacetylase in a 
cell, comprising contacting a cell in which inhibition of histone deacetylase is desired with an inhibitor 
of histone deacetylase of the invention. 

[0013] The foregoing merely summarizes certain aspects of the invention and is not intended to 
be limiting in nature. These aspects and other aspects and embodiments are described more fully 
below. All publications (patent or other) are hereby incorporated by reference in their entirety; in the 
event of any conflict between these materials and the present specification, the present specification 
shall control. 

BRIEF DESCRIPTION OF THE DRAWING 
[0014] The figures displays antineoplastic effects of a histone deacetylase inhibitor according to 
the invention on human tumor xenografts in vivo, as described in Assay Example 2, infra. 

Fig. 1 displays antineoplastic effects of a histone deacetylase inhibitor in hctll6 human 
colorectal carcinoma cells using compound 6. 

Fig. 2 displays antineoplastic effects of a histone deacetylase inhibitor in A549 human 
lung cancer using compound 29. 

Fig. 3 displays antineoplastic effects of a histone deacetylase inhibitor in SW48 human 
colorectal cancer using compound 29. 

Fig. 4 displays antineoplastic effects of a histone deacetylase inhibitor in W48 human 
colorectal cancer usingcompound 67. 

Fig. 5 displays antineoplastic effects of a histone deacetylase inhibitor in A549 human 
lung cancer using compound 258aa. 

Fig. 6 displays antineoplastic effects of a histone deacetylase inhibitor in A549 human 
lung cancer using compound 43. 
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Fig. 7 displays antineoplastic effects of a histone deacetylase inhibitor in A431 vulval 
carcinoma using compound 43. 

Fig. 8 displays antineoplastic effects of a histone deacetylase inhibitor in A431 vulval 
carcinoma using compound 258aa. 

Fig. 9 displays antineoplastic effects of a histone deacetylase inhibitor in hctll6 human 
colorectal cancer using compound 258aa. 

Fig. 10 displays antineoplastic effects of a histone deacetylase inhibitor in colo205 
human colorectal cancer using compound 29. 

DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENTS 
[0015] The invention provides compounds and methods for inhibiting histone deacetylase 
enzymatic activity. The invention also provides compositions and methods for treating cell 
proliferative diseases and conditions. The patent and scientific literature referred to herein 
establishes knowledge that is available to those with skill in the art. The issued patents, applications, 
and references that are cited herein are hereby incorporated by reference to the same extent as if 
each was specifically and individually indicated to be incorporated by reference. In the case of 
inconsistencies, the present disclosure will prevail. 

[0016] For purposes of the present invention, the following definitions will be used (unless 
expressly stated otherwise): 

[0017] As used herein, the terms "histone deacetylase 0 and "HDAC" are intended to refer to any 
one of a family of enzymes that remove acetyl groups from the co-amino groups of lysine residues at 
the /V-terminus of a histone. Unless otherwise indicated by context, the term "histone" is meant to 
refer to any histone protein, including HI, H2A, H2B, H3, H4, and H5, from any species. Preferred 
histone deacetylases include class I and class II enzymes. Preferably the histone deacetylase is a 
human HDAC, including, but not limited to, HDAC-1, HDAC-2, HDAC-3, HDAC4, HDAC-5, HDAC-6, 
HDAC-7, HDAC-8, HDAC-9, HDAC-10, and HDAC-1 1. In some other preferred embodiments, the 
histone deacetylase is derived from a protozoal or fungal source. 

[0018] The terms "histone deacetylase inhibitor" and "inhibitor of histone deacetylase" are used 
to identify a compound having a structure as defined herein, which is capable of interacting with a 
histone deacetylase and inhibiting its enzymatic activity. "Inhibiting histone deacetylase enzymatic 
activity" means reducing the ability of a histone deacetylase to remove an acetyl group from a 
histone. In some preferred embodiments, such reduction of histone deacetylase activity is at least 
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about 50%, more preferably at least about 75%, and still more preferably at least about 90%. In 
other preferred embodiments, histone deacetylase activity is reduced by at least 95% and more 
preferably by at least 99%. 

[0019] Preferably, such inhibition is specific, i.e., the histone deacetylase inhibitor reduces the 
ability of a histone deacetylase to remove an acetyl group from a histone at a concentration that is 
lower than the concentration of the inhibitor that is required to produce another, unrelated biological 
effect. Preferably, the concentration of the inhibitor required for histone deacetylase inhibitory activity 
is at least 2-fold lower, more preferably at least 5-fold lower, even more preferably at least 10-fold 
lower, and most preferably at least 20-fold lower than the concentration required to produce an 
unrelated biological effect. 

[0020] For simplicity, chemical moieties are defined and referred to throughout primarily as 
univalent chemical moieties (e.g., alkyl, aryl, etc.). Nevertheless, such terms are also used to convey 
corresponding multivalent moieties under the appropriate structural circumstances clear to those 
skilled in the art. For example, while an "alkyl" moiety generally refers to a monovalent radical (e.g. 
CHrCHr), in certain circumstances a bivalent linking moiety can be "alkyl," in which case those 
skilled in the art will understand the alkyl to be a divalent radical (e.g., -CHa-ChW, which is equivalent 
to the term "alkylene." (Similarly, in circumstances in which a divalent moiety is required and is stated 
as being "aryl," those skilled in the art will understand that the term "aryl" refers to the corresponding 
divalent moiety, arylene.) All atoms are understood to have their normal number of valences for bond 
formation (i.e., 4 for carbon, 3 for N, 2 for 0, and 2, 4, or 6 for S, depending on the oxidation state 
of the S). On occasion a moiety may be defined, for example, as (A),-B-, wherein a is 0 or 1. In such 
instances, when a is 0 the moiety is B- and when a is 1 the moiety is A-B-. 
[0021] For simplicity, reference to a "C n -C m " heterocyclyl or "C n -C m " heteroaryl means a 
heterocyclyl or heteroaryl having from "n" to "m" annular atoms, where "n" and "m" are integers. 
Thus, for example, a C 5 -C 6 -heterocyclyl is a 5- or 6- membered ring having at least one heteroatom, 
and includes pyrrolidinyl (C 5 ) and piperidinyl (C 6 ); C 6 -hetoaryl includes, for example, pyridyl and 
pyrimidyl. 

[0022] The term "hydrocarbyl" refers to a straight, branched, or cyclic alkyl, alkenyl, or alkynyl, 
each as defined herein. A "C 0 " hydrocarbyl is used to refer to a covalent bond. Thus, "C 0 -C 3 - 
hydrocarbyl" includes a covalent bond, methyl, ethyl, ethenyl, ethynyl, propyl, propenyl, propynyl, and 
cyclopropyl. 
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[0023] The term "alkyl" as employed herein refers to straight and branched chain aliphatic 
groups having from 1 to 12 carbon atoms, preferably 1-8 carbon atoms, and more preferably 1-6 
carbon atoms, which is optionally substituted with one, two or three substituents. Preferred alkyl 
groups include, without limitation, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl, 
pentyl, and hexyl. A "C 0 " alkyl (as in "C 0 -C 3 -alkyl") is a covalent bond (like "C 0 n hydrocarbyl). 
[0024] The term "alkenyl" as used herein means an unsaturated straight or branched chain 
aliphatic group with one or more carbon-carbon double bonds, having from 2 to 12 carbon atoms, 
preferably 2-8 carbon atoms, and more preferably 2-6 carbon atoms, which is optionally substituted 
with one, two or three substituents. Preferred alkenyl groups include, without limitation, ethenyl, 
propenyl, butenyl, pentenyl, and hexenyl. 

[0025] The term "alkynyl" as used herein means an unsaturated straight or branched chain 
aliphatic group with one or more carbon-carbon triple bonds, having from 2 to 12 carbon atoms, 
preferably 2-8 carbon atoms, and more preferably 2-6 carbon atoms, which is optionally substituted 
with one, two or three substituents. Preferred alkynyl groups include, without limitation, ethynyl, 
propynyl, butynyl, pentynyl, and hexynyl. 

[0026] An "alkylene," "alkenylene," or "alkynylene" group is an alkyl, alkenyl, or alkynyl group, as 
defined hereinabove, that is positioned between and serves to connect two other chemical groups. 
Preferred alkylene groups include, without limitation, methylene, ethylene, propylene, and butylene. 
Preferred alkenylene groups include, without limitation, ethenylene, propenylene, and butenylene. 
Preferred alkynylene groups include, without limitation, ethynylene, propynylene, and butynylene. 
[0027] The term "cycloalkyl" as employed herein includes saturated and partially unsaturated 
cyclic hydrocarbon groups having 3 to 12 carbons, preferably 3 to 8 carbons, and more preferably 3 
to 6 carbons, wherein the cycloalkyl group additionally is optionally substituted. Preferred cycloalkyl 
groups include, without limitation, cyclopropyl, cyclobutyl, cyclopentyl, cyclopentenyl, cyclohexyl, 
cyclohexenyl, cycloheptyl, and cyclooctyl. 

[0028] The term "heteroalkyl" refers to an alkyl group, as defined hereinabove, wherein one or 
more carbon atoms in the chain are replaced by a heteroatom selected from the group consisting of 
0, S, and N. 

[0029] An "aryl" group is a C r Ci 4 aromatic moiety comprising one to three aromatic rings, which 
is optionally substituted. Preferably, the aryl group is a C 6 -Ci 0 aryl group. Preferred aryl groups 
include, without limitation, phenyl, naphthyl, anthracenyl, and fluorenyl. An "aralkyl" or "arylalkyl" group 
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comprises an aryl group covalently linked to an alkyl group, either of which may independently be 
optionally substituted or unsubstituted. Preferably, the aralkyl group is (C^alk^-C^ary!, 
including, without limitation, benzyl, phenethyl, and naphthylmethyl. 

[0030] A "heterocyclic" group (or "heterocyclyl) is an optionally substituted non-aromatic mono- 
bh or tricyclic structure having from about 3 to about 14 atoms, wherein one or more atoms are ' 
selected from the group consisting of N, 0, and S. One ring of a bicyclic heterocycle or two rings of 
a tricyclic heterocycle may be aromatic, as in indan and 9,10-dihydro anthracene. The heterocyclic 
group is optionally substituted on carbon with oxo or with one of the substituents listed above. The 
heterocyclic group may also independently be substituted on nitrogen with alkyl, aryl, aralkyl, 
alkylcarbonyl, alkylsulfonyl, arylcarbonyl, arylsulfonyl, alkoxycarbonyl, aralkoxycarbonyl, or on sulfur 
with oxo or lower alkyl. Preferred heterocyclic groups include, without limitation, epoxy, aziridinyl 
tetrahydrofuranyl, pyrrolidine piperidinyl, piperazinyl, thiazolidinyl, oxazolidinyl, oxazolidinonyl, and 
morpholino. In certain preferred embodiments, the heterocyclic group is fused to an aryl, heteroaryl, 
or cycloalkyl group. Examples of such fused heterocycles include, without limitation, 
tetrahydroquinoline and dihydrobenzofuran. Specifically excluded from the scope of this term are 
compounds where an annular 0 or S atom is adjacent to another 0 or S atom. 
[0031] In certain preferred embodiments, the heterocyclic group is a heteroaryl group. As used 
herein, the term "heteroaryl" refers to optionally substituted groups having 5 to 14 ring atoms, 
preferably 5, 6, 9, or 10 ring atoms; having 6, 10, or 14 pi electrons shared in a cyclic array/and 
having, in addition to carbon atoms, between one or more heteroatoms selected from the group 
consisting of N, 0, and S. For example, a heteroaryl group may be pyrimidinyl, pyridinyl, 
benzimidazolyl, thienyl, benzothiazolyl, benzofuranyl and indolinyl. Preferred heteroaryl groups 
include, without limitation, thienyl, benzothienyl, furyl, benzofuryl, dibenzofuryl, pyrrolyl, imidazolyl, 
pyrazolyl, pyridyl, pyrazinyl, pyrimidinyl, indolyl, quinolyl, isoquinotyl, quinoxalinyl, tetrazolyl, oxazolyl, 
thiazolyl, and isoxazolyl. 

[0032] A "heteroaralkyl" or "heteroarylalkyl" group comprises a heteroaryl group covalently linked 
to an alkyl group, either of which is independently optionally substituted or unsubstituted. Preferred 
heteroalkyl groups comprise a C r C 6 alkyl group and a heteroaryl group having 5, 6, 9, or 10 ring 
atoms. Specifically excluded from the scope of this term are compounds having adjacent annular 0 
and/or S atoms. Examples of preferred heteroaralkyl groups include pyridylmethyl, pyridylethyl, 
pyrrolylmethyl, pyrrolylethyl, imidazolylmethyl, imidazolylethyl, thiazolylmethyl, and thiazolylethyl. 
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[0033] An "arylene," "heteroarylene," or "heterocyclylene" group is an aryl, heteroaryl, or 
heterocyclyl group, as defined hereinabove, that is positioned between and serves to connect two 
other chemical groups. 

[0034] Preferred heterocyclyls and heteroaryls include, but are not limited to, acridinyl, azocinyl, 
benzimidazolyl, benzofuranyl, benzothiofuranyl, benzothiophenyl, benzoxazolyl, benzthiazolyl, 
benztriazolyl, benztetrazolyl, benzisoxazolyl, benzisothiazolyl, benzimidazolinyl, carbazolyl, 4aH- 
carbazolyl, carbolinyl, chromanyl, chromenyl, cinnolinyl, decahydroquinolinyl, 2H,6H-l,5,2-dithiazinyl, 
dihydrofuro[2,3-b]tetrahydrofuran, furanyl, furazanyl, imidazolidinyl, imidazolinyl, imidazolyl, 1H- 
indazolyl, indolenyl, indolinyl, indolizinyl, indolyl, 3H-indolyl, isobenzofuranyl, isochromanyl, 
isoindazolyl, isoindolinyl, isoindolyl, isoquinolinyl, isothiazolyl, isoxazolyl, methylenedioxyphenyl, 
morpholinyl, naphthyridinyl, octahydroisoquinolinyl, oxadiazolyl, 1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl, 
1,2,5-oxadiazolyl, 1,3,4-oxadiazolyl, oxazolidinyl, oxazolyl, oxazolidinyl, pyrimidinyl, phenanthridinyl, 
phenanthrolinyl, phenazinyl, phenothiazinyl, phenoxathiinyl, phenoxazinyl, phthalazinyl, piperazinyl, 
piperidinyl, piperidonyl, 4-piperidonyl, piperonyl, pteridinyl, purinyl, pyranvl, pyrazinyl, pyrazolidinyl, 
pyrazolinyl, pyrazolyl, pyridazinyl, pyridooxazole, pyridoimidazole, pyridothiazole, pyridinyl, pyridyl, 
pyrimidinyl, pyrrolidine, pyrrolinyl, 2H-pyrrolyl, pyrrolyl, quinazolinyl, quinolinyl, 4H-quinolizinyl, 
quinoxalinyl, quinuclidinyl, tetrahydrofuranyl, tetrahydroisoquinolinyl, tetrahydroquinolinyl, tetrazolyl, 
6H-l,2,5-thiadiazinyl, 1,2,3-thiadiazolyl, 1,2,4-thiadiazolyl, 1,2,5-thiadiazolyl, 1,3,4-thiadiazolyl, 
thianthrenyl, thiazolyl, thienyl, thienothiazolyl, thienooxazolyl, thienoimidazolyl, thiophenyl, triazinyl, 
1,2,3-triazolyl, 1,2,4-triazolyl, 1,2,5-triazolyl, 1,3,4-triazolyl, and xanthenyl. 
[0035] As employed herein, when a moiety (e.g., cycloalkyl, hydrocarbyl, aryl, heteroaryl, 
heterocyclic, urea, etc.) is described as "optionally substituted" it is meant that the group optionally 
has from one to four, preferably from one to three, more preferably one or two, non-hydrogen 
substituents. Suitable substituents include, without limitation, halo, hydroxy, oxo (e.g., an annular -CH- 
substituted with oxo is -C(0)-) nitro, halohydrocarbyl, hydrocarbyl, aryl, aralkyl, alkoxy, aryloxy, amino, 
acylamino, alkylcarbamoyl, arylcarbamoyl, aminoalkyl, acyl, carboxy, hydroxyalkyl, alkanesulfonyl, 
arenesulfonyl, alkanesulfonamido, arenesulfonamido, aralkylsulfonamido, alkylcarbonyl, acyloxy, 
cyano, and ureido groups. Preferred substituents, which are themselves not further substituted 
(unless expressly stated otherwise) are: 

(a) halo, cyano, oxo, carboxy, formyl, nitro, amino, amidino, guanidino, 
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(b) C r C 5 alkyl or alkenyl or arylalkyl imino, carbamoyl, azido, carboxamido, mercapto, 
hydroxy, hydroxyalkyl, alkylaryl, arylalkyl, C r C 8 alkyl, d-C 8 alkenyl, C,-C 8 alkoxy, C r C 8 
alkoxycarbonyl, aryloxycarbonyl, C 2 -C 8 acyl, C r C 8 acylamino, C r C 8 alkylthio, arylalkylthio, 
arylthio, C r C 8 alkylsulfinyl, arylalkylsulfinyl, arylsulfinyl, C r C 8 alkylsulfonyl, 
arylalkylsulfonyl, arylsulfonyl, C 0 -C 6 N-alkyl carbamoyl, C r C 15 N,/\Mialkylcarbamoyl, C 3 -C 7 
cycloalkyl, aroyl, aryloxy, arylalkyl ether, aryl, aryl fused to a cycloalkyl or heterocycle or 
another aryl ring, C3-C7 heterocycle, C 5 -C 15 heteroaryl or any of these rings fused or 
spiro-fused to a cycloalkyl, heterocyclyl, or aryl, wherein each of the foregoing is further 
optionally substituted with one more moieties listed in (a), above; and 

(c) -{CH 2 ) S -NR 30 R 31 , wherein s is from 0 (in which case the nitrogen is directly bonded to the 
moiety that is substituted) to 6, and R 30 and R 31 are each independently hydrogen, cyano, 
oxo, carboxamido, amidino, C r C 8 hydroxyalkyl, C r C 3 alkylaryl, aryl-d-C 3 alkyl, C r C 8 
alkyl, Ci-C 8 alkenyl, C r C 8 alkoxy, C r C 8 alkoxycarbonyl, aryloxycarbonyl, aryl-d-C 3 
alkoxycarbonyl, C 2 -C 8 acyl, d-C 8 alkylsulfonyl, arylalkylsulfonyl, arylsulfonyl, aroyl, aryl, 
cycloalkyl, heterocyclyl, or heteroaryl, wherein each of the foregoing is further optionally 
substituted with one more moieties listed in (a), above; or 

R 30 and R 31 taken together with the N to which they are attached form a heterocyclyl or 
heteroaryl, each of which is optionally substituted with from 1 to 3 substituents from (a), 
above. 

[0036] In addition, substituents on cyclic moieties (i.e., cycloalkyl, heterocyclyl, aryl, heteroaryl) 
include 5-6 membered mono- and 9-14 membered bkyclic moieties fused to the parent cyclic 
moiety to form a bi- or trkyclic fused ring system. For example, an optionally substituted phenyl 
includes, but not limited to, the following: 




[0037] A "halohydrocarbyl" is a hydrocarbyl moiety in which from one to all hydrogens have been 
replaced with one or more halo. 

[0038] The term "halogen" or "halo" as employed herein refers to chlorine, bromine, fluorine, or 
iodine. As herein employed, the term "acyl" refers to an alkylcarbonyl or arylcarbonyl substituent. The 
term "acylamino" refers to an amide group attached at the nitrogen atom (i.e., R-C0-NH-). The term 
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"carbamoyl" refers to an amide group attached at the carbonyl carbon atom {i.e., NHrCO-). The 
nitrogen atom of an acylamino or carbamoyl substituent is additionally substituted. The term 
"sulfonamide" refers to a sulfonamide substituent attached by either the sulfur or the nitrogen atom. 
The term "amino" is meant to include NH 2( alkylamino, arylamino, and cyclic amino groups. The term 
"ureido" as employed herein refers to a substituted or unsubstituted urea moiety. 
[0039] The term "radical" as used herein means a chemical moiety comprising one or more 
unpaired electrons. 

[0040] A moiety that is substituted is one in which one or more hydrogens have been 
independently replaced with another chemical substituent. As a non-limiting example, substituted 
phenyls include 2-flurophenyl, 3,4-dichlorophenyl, 3-chloro-4-fluoro-phenyl, 2-fluoro-3-propylphenyl. As 
another non-limiting example, substituted /V-octyls include 2,4 dimethyl-5-ethyl-octyl and 3-cyclopentyf- 
octyl. Included within this definition are methylenes (-CH r ) substituted with oxygen to form carbonyl - 
CO-). 

[0041] An "unsubstituted" moiety as defined above (e.g., unsubstituted cycloalkyl, unsubstituted 
heteroaryl, etc.) means that moiety as defined above that does not have any of the optional 
substituents for which the definition of the moiety (above) otherwise provides. Thus, for example, 
while an "aryl" includes phenyl and phenyl substituted with a halo, "unsubstituted aryl" does not 
include phenyl substituted with a halo. 

[0042] Throughout the specification preferred embodiments of one or more chemical 
substituents are identified. Also preferred are combinations of preferred embodiments. For example, 
paragraph [0055] describes preferred embodiments of Cy 2 in the compound of formula (1) and 
paragraph [0071] describes preferred embodiments of R 2 to R 4 of the compound of formula (1). 
Thus, also contemplated as within the scope of the invention are compounds of formula (1) in which 
Cy 2 is as described in paragraph [0055] and Ay 2 and R 1 to R 4 are as described in paragraph [0071]. 
[0043] Some compounds of the invention may have chiral centers and/or geometric isomeric 
centers (E- and Z- isomers), and it is to be understood that the invention encompasses all such 
optical, diastereoisomers and geometric isomers. The invention also comprises all tautomeric forms 
of the compounds disclosed herein. 

[0044] The compounds of the invention may be administered in the form of an in vivo 
hydrolyzable ester or in vivo hydrolyzable amide. An in mo hydrolyzable ester of a compound of the 
invention containing carboxy or hydroxy group is, for example, a pharmaceutically acceptable ester 
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which is hydrolyzed in the human or animal body to produce the parent acid or alcohol. Suitable 
pharmaceutical^ acceptable esters for carboxy include C r6 -alkoxymethyl esters (e.g., 
methoxymethyl), C^alkanoyloxymethyl esters (e.g., for example pivaloyloxymethyl), phthalidyl 
esters, C 3 - 8 -cycloalkoxycarbonyloxyC r6 -alkyl esters (e.g., 1-cyclohexylcarbonyloxyethyl); 1,3-dioxolen- 
2-onylmethyl esters (e.g., 5-methyl-l,3-dioxolen-2-onylmethyl; and C lv alkoxycarbonyloxyethyl esters 
(e.g., 1-methoxycarbonyloxyethyl) and may be formed at any carboxy group in the compounds of this 
invention. 

[0045] An ft, vivo hydrolyzable ester of a compound of the invention containing a hydroxy group 
includes inorganic esters such as phosphate esters and a-acyloxyalkyl ethers and related compounds 
which as a result of the in vivo hydrolysis of the ester breakdown to give the parent hydroxy group. 
Examples of a-acyloxyalkyl ethers include acetoxymethoxy and 2,2-dimethylpropionyloxy-methoxy. A 
selection of in vivo hydrolyzable ester forming groups for hydroxy include alkanoyl, benzoyl, 
Phenylacetyl and substituted benzoyl and phenylacetyl, alkoxycarbonyl (to give alkyl carbonate 
esters), dialkylcarbamoyl and WAWialkylaminoethylWalkylcarbamoyl (to give carbamates), N,N- 
dialkylaminoacetyl and carboxyacetyl. Examples of substituents on benzoyl include morpholino and 
piperazino linked from a ring nitrogen atom via a methylene group to the 3- or 4- position of the 
benzoyl ring. A suitable value for an in vivo hydrolyzable amide of a compound of the invention 
containing a carboxy group is, for example, a /V-C^-alkyl or N.N-di-CWalkyl amide such as /V-methyl, 
/V-ethyl, Af-propyl, /V./V-dimethyl, /V-ethyl-W-methyl or /V,/V-diethyl amide. 

Compounds 

[0046] In the first aspect, the invention comprises the histone deacetylase inhibitors of formula 
(1): 




\ R 6 

or a pharmaceutical^ acceptable salt thereof, wherein 
Ar 2 is a saturated or mono- or poly- unsaturated C 5 -C 14 -mono- or fused poly- cyclic hydrocarbyl, 
optionally containing one, two, three, or four annular heteroatoms per ring optionally 
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substituted with one or more groups selected from C r C r alkyl, hydroxy, C r C r alkoxy, halo, 
and amino, provided that an annular 0 or S is not adjacent to another annular 0 or S; 
R 5 and R 6 are independently selected from the group consisting of hydrogen, C r C 7 -alkyl, aryl, 
and aralkyl; 

R 2 , R 3 and R* are independently selected from the group consisting of hydrogen, halogen, -NH 2 , 
nitro, hydroxy, aryl, heterocyclyl, C 3 -C 8 -cycloalkyl, heteroaryl, C r C r akyl, haloalkyl, C r C 7 - 
alkenyl, d-Cralkynyl, d-C^acy!, d-C 7 -alkyl-aryloxy, C-Cralkyl-arylsulfanyl, C,-C 7 -alkyl- 
arylsulfinyl, CrMkyl-arylsulfonyl, d-C^alkyl-arylaminosulfonyl, C r C7-alkyl-arylamine, Ci-C r 
alkynyl-C(0)-amine, d-C 7 -alkenyl-C(0)-amine, Ci-C 7 -alkynyl-R 9 , Ci-C 7 -alkenyl-R 9 wherein R 9 is 
hydrogen , hydroxy, amino, C r C 7 -alkyl or C r C r alkoxy; 

qisOorl; 

R 1 is a mono-, bi-, or tri-cyclic aryl or heteroaryl, each of which is optionally substituted; 
<x> is -NH 2 or -OH and 

Y is any pharmaceutical^ acceptable chemical moiety consisting of 1 to 50 atoms; 
provided that 

when R 1 is N-imidazolyl, R 2 -R 4 are H, q is 0, and Ar 2 is pyridine, Y is not CI; and 
when R 1 is p-aminophenyl, R 2 -R 4 are H, q is 0, and Ar 2 is phenyl, Y is not H. 
[0047] The atoms that comprise the Y moiety are preferably those found in pharmaceuticals, 
including, but not limited to, H, C, N, 0, S, F, CI, Br, I, and P. Numerous representative examples of Y 
are displayed in paragraphs [0050] - [0088], [0098] - [0110], and [0115] - [0207]. Y moieties of the 
compounds of the present invention also can be found in the following publications (either per se or 
as part of a disclosed molecule): WO 03/024448, US 6,174,905, JP 11-269146 (1999), JP 11- 
302173 (1999), JP 2001131130, EP 0847992, JP 10152462, JP 2002332267, JP 11302173, 
and JP 2003137866. For example, in these publications many different Y moieties are readily 
identified in molecules of structure Y-Ar 2 -(CH=CH) a -C(0)-NH-Z, wherein Ar 2 is defined herein, a is 0 or 
1, Z is -OH or aryl, and the Ar 2 , -CH=CH-, and aryl moieties may be optionally substituted as 
suggested in the publication. 

[0048] In a preferred embodiment of the compounds according to paragraph [0046], R 1 is an 
aryl selected from phenyl, naphthyl, anthracenyl, andfluorenyl. In another preferred embodiment, R 1 
is a heteroaryl selected from those recited in paragraph [00341. Other preferred R 1 moieties include 
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azolyls (e.g., thiazolyf, oxazolyl, oxadiazolyi, thiadiazolyl, etc.), pyridyl, and pyridinyl. More preferably 
R is furanyl or thienyl. 

[0049] In a preferred embodiment of all the compounds of the invention, R 2 , r» and R 4 are all 
hydrogen. Also preferred are compounds in which $ is -NH 2 or -OH. 

[0050] In a preferred embodiment of the compounds of paragraphs [0046], [0048], and [0049] 
Y is Cy^X 1 -, wherein 

Cy 2 is hydrogen, cycloalkyl, aryl, heteroaryl, or heterocyclyl, each of which is optionally 
substituted and each of which is optionally fused to one or two aryl or heteroaryl rings, or 
to one or two saturated or partially unsaturated cycloalkyl or heterocyclic rings, and ' 
wherein any of the aforementioned rings are optionally substituted; and 

X* is selected from the group consisting of a covalent bond, IVlMJW, and L 2 -M 2 -L 2 wherein 

L 2 , at each occurrence, is independently selected from the group consisting of a chemical 
bond, C 0 -C 4 -hydrocarbyl, C^-hydrocarbyMNHJ-Co-C^hydrocarbyl, Co-C 4 -hydrocarbyHS)- 
CoA-hydrocarbyl, and C 0 -C 4 -hydrocarbyl-{0)-Co-C 4 -hydrocarbyl, provided that L 2 is not a 
chemical bond when X 1 is MMJ-M 1 ; 

M\ at each occurrence, is independently selected from the group consisting of -0-, -N(R 7 )- 
-S-, -S(OK S(0) 2 , -S(0) 2 N(R 7 )-, m\S(0) r , my, -C(0)-NH-, -NH-C(O)-, -NH-C(OK)-and ' 
-0-C(0)-NH-, -NH-C(0)-NH-, 

R 7 is selected from the group consisting of hydrogen, C^ydrocarbyl, aryl, aralkyl, acyl, 

C 0 -C 6 -hydrocarbyl-heterocyclyl, and C 0 -C 6 -hydrocarbyl-heteroaryl, wherein the hydrocarbyl 
^ moieties are optionally substituted with -OH, -NH 2l -N(H)CH 3 , -N(CH 3 ) 2 , or halo; and 
M 2 is selected from the group consisting of M\ heteroarylene, and heterocyclylene, either of 
which rings optionally is substituted. 
[0051] In some preferred embodiments according to paragraph [0050], the optional substituents 
of Cy 2 are selected from C r C r alkyl, C r C 7 -alkoxy, halo, di-C 1 -C r alkylaminc>C 1 -C 7 -alkoxy and 
heteroaryl. 

[0052] In some preferred embodiments according to paragraph [0050], X 1 is selected from the 
group consisting of a -N(Z)-C 0 -C 7 -alkyl-, -O-C 0 -C r alkyl-, -C(H)=CH-C 0 -C r alkyl-, -S-Co-C 7 -alkyl-, or-C.-C, 
alkyh wherein Z is -H or -Chalky!- optionally substituted with -OH, -NH 2 , or halo. 
[0053] In some embodiments of the compounds according to paragraph [0050], X 1 is a 
chemical bond. In some embodiments, X 1 is L 2 -M 2 -L 2 , and M 2 is selected from the group consisting of 

13 



WO 2005/030705 



PCT/US2004/031591 



-NH-, -N(CH 3 K -S-, -C(0)-N(HK and -0-C(0)-N(H)-. In some embodiments, X 1 is L 2 -M 2 -L 2 , where at least 
one occurrence of L 2 is a chemical bond. In other embodiments, X 1 is L 2 -M 2 -L 2 , where at least one 
occurrence of L 2 is alkylene, preferably methylene. In still other embodiments, X 1 is L 2 -M 2 -L 2 , where 
at least one occurrence of L 2 is alkenylene. In some embodiments, X 1 is M^-M 1 and M 1 is selected 
from the group consisting of -NH-, -N(CH 3 )-, -S-, and -C(0)-N(HK Preferred X 1 are selected from 
methylene, aminomethyl, and thiomethyl. 

[0054] In some embodiments of the compounds according to paragraph [0050], Cy 2 is aryl or 
heteroaryl, e.g., phenyl, pyridyl, imidazolyl, or quinolyl, each of which optionally is substituted. In 
some embodiments, Cy 2 is heterocyclyl, e.g., 




each of which optionally is substituted and optionally is fused to one or more aryl rings. In some 
embodiments, Cy 2 has from one and three substituents independently selected from the group 
consisting of alkyl, alkoxy, amino, nitro, halo, haloalkyl, and haloalkoxy. Examples of preferred 
substituents include methyl, methoxy, fluoro, trifluoromethyl, trifluoromethoxy, nitro, amino, 
aminomethyl, and hydroxymethyl. 

[0055] In some preferred embodiments of the compounds according to paragraph [0050], Cy 2 
is phenyl, pyrimidinyl, benzimidazolyl or benzothiazolyl, each optionally substituted with one to three 
CH3O-, dimethylamnio-ethoxy, chloro, fluoro and pyridinyl. In a more preferred embodiment, Cy 2 is 
phenyl substituted with one to three CH 3 0-. 

[0056] In some embodiments according to paragraph [0046], Y is (V'-L 4 ) t -V-L 3 -, wherein 

L 3 is a direct bond, -Ci-Cg-hydrocarbyl, -(Ci-C3-hydrocarbyl) ml -X'-(Ci-C 3 - hydrocarbyl) m2 , -NH-(C 0 - 

C 3 -hydrocarbyl), (C r C 3 - hydrocarbyl)-NH-, or -NhKCi-Cs- hydrocarbylWH-; 
ml and m2 are independently 0 or 1; 
X' is -N(R 21 K -C(0)N(R 21 h N(R 21 )C(0)- ( -0-, or -S-; 
R 21 is -H, V"-{C r C 6 -hydrocarbyl) a ; 
L 4 is (Ci-C 6 -hydrocarbyl) a -M-(Ci-C 6 -hydrocarbyl)b; 
a and b are independently 0 or 1; 
M is -NH-, -NHC(OK -C(0)NH-, -C(0)- ( -SO r , -NHSO r , or -S0 2 NH- 
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V. V, and V" are independently selected from cycloalkyl, heterocyclyl, aryl, and heteroarvh 
tisOorl. 

[0057] in some embodiments according to paragraph [0056], Y is V-L 3 , wherein 

L 3 is-NH-CH-or-CH-NH-; 

V is phenyl optionally substituted with from 1 to 3 moieties independently selected from halo 
hydroxy, C r C 6 -hydrocarbyl, C r C 6 -hydrocarbyl-oxy or -thio (particularly methoxy or 
methylthio), wherein each of the hydrocarbyl moieties are optionally substituted with one 
or more moieties independently selected from halo, nitro, nitroso, formyl, acetyl, amino, 
sulfonamido, and cyano. 

[0058] In some preferred embodiments of the compound according to paragraph [0056], V is an 
optionally substituted ring moiety selected from: 
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[0060] In other embodiments of the compounds according to paragraph [0046], 
X 1 is selected from -CH r , -NH-CH r , and -S-CH 2 -; and 

Cy 2 is monocyclic or fused bicyclic aryl or heteroaryl optionally substituted with one to three 
substituents selected from CH 3 -, CH 3 0-, phenyl optionally substituted with one to three 
CH 3 0- f morphylinyl, morphylinyl-C r C 3 -alkoxy, cyano, and CH 3 C(0)NH-. 
[0061] In other embodiments of the compounds according to paragraph [0046], 
X 1 is selected from -0CH 2 , -CH 2 0- f -CH 2 -NH r , and -CH 2 S-; and 

Cy 2 is monocyclic or fused bicyclic aryl or heteroaryl optionally substituted with one to three 
substituents selected from CH 3 -, CH 3 0-, phenyl optionally substituted with one to three 
CH3O-, morphylinyl, morphylinyl-Ci-C 3 -alkoxy, cyano, and CH 3 C(0)Nhk 
[0062] In one embodiment according to paragraph [0060], Cy 2 is phenyl, pyridinyl, pyrimidinyl, 
benzimidazolyl, benzothiazolyl, thienyl, tetrahydroquinozolinyl, or l,3-dihydroquinazoline-2,4<Jione, 
each optionally substituted with one to three CH 3 0-. More preferably, Cy 2 is phenyl substituted with 
one to three CH 3 0-. 

[0063] In yet other embodiments of the compound according to paragraph [0046], 

Cy 2 is cycloalkyl, aryl, heteroaryl, or heterocyclyl, each of which optionally is substituted, and 
each of which optionally is fused to one or more aryl or heteroaryl rings, or to one or 
more saturated or partially unsaturated cycloalkyl or heterocyclic rings, each of which 
rings optionally is substituted, provided that when Cy 2 is a cyclic moiety having -C(O)-, 
-C(S)-, -S(0)-, or -S(0) 2 - in the ring, then Cy 2 is not additionally substituted with a group 
comprising an aryl or heteroaryl ring; and 
X 1 is selected from the group consisting of a chemical bond, L 3 , W 1 ! 3 , L 3 -W\ W^-W 1 , and 
W-L 3 , wherein 

W\ at each occurrence, is S, 0, or N(R 9 ), where R 9 is selected from the group consisting of 

hydrogen, alkyl, aryl, and aralkyl; and 
L 3 is C1-C4 alkylene, C 2 -C 4 alkenylene, or C 2 -C 4 alkynylene. 
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[0064] Preferably in the compounds according to paragraph [0063], X 2 is selected from the 
group consisting of L 3 , W 1 ! 3 , L 3 -W\ WMJ-W 1 , and U-W 1 ! 3 . 

[0065] In some embodiments of the compounds according to paragraph [0063], X 1 is a 
chemical bond. In other embodiments, X 1 is a non-cyclic hydrocarbyl. In some such embodiments, X 1 
is alkylene, preferably methylene or ethylene. In other such embodiments, X 1 is alkenylene. In still 
other such embodiments, one carbon in the hydrocarbyl chain is replaced with -NH- or -S-, and in 
others with a -0-. In some preferred embodiments, X 1 is W^-W 1 and W 1 is -NH- or -N(CH 3 K 
[0066] In some embodiments of the compounds according to paragraph [0063], Cy 2 is 
cycloalkyl, preferably cyclohexyl. In other embodiments, Cy 2 is aryl or heteroaryl, e.g., phenyl, 
pyridyl, pyrimidyl, imidazolyl, thiazolyl, oxadiazolyl, quinolyl, or fluorenyl, each of which optionally is 
substituted and optionally is fused to one or more aryl rings. In some embodiments, the cyclic moiety 
of Cy 2 is fused to a benzene ring. In some embodiments, Cy 2 has from one to three substituents 
independently selected from the group consisting of alkyl, alkoxy, aryl, aralkyl, amino, halo, haloalkyl, 
and hydroxyalkyl. Examples of preferred substituents include methyl, methoxy, fluoro, trifluoromethyl, 
amino, nitro, aminomethyl, hydroxymethyl, and phenyl. Some other preferred substituents have the 
formula -K i -N(H)(R 10 ), wherein 

K 1 is a chemical bond or C r C 4 alkylene; 

R 10 is selected from the group consisting of T and -Ak 2 -Z\ wherein 
Ak 2 is C r C 4 alkylene; and 

T is cycloalkyl, aryl, heteroaryl, or heterocyclyl, each of which optionally is substituted, and 
each of which optionally is fused to one or more aryl or heteroaryl rings, or to one or 
more saturated or partially unsaturated cycloalkyl or heterocyclic rings. 
[0067] Examples of such preferred substituents according to paragraph [0066] include 

, and 

[0068] In some embodiments of the compounds according to paragraph [0063], Cy 2 is 
heterocyclyl, e.g., 
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each of which optionally is substituted and optionally is fused to one or more aryl rings. In some 
embodiments, the heterocycle of Cy 2 is fused to a benzene ring. 

[0069] In certain preferred embodiments of the compound according to paragraph [0046], Cy 2 - 
X 1 - is collectively selected from the group consisting of 

a) A1-L1-B1-, wherein Ai is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein Li is -(CH 2 ) 0 -iNH(CH 2 )o-i- 
, -NHC(O)-, or -NHCH r ; and wherein Bi is phenyl or a covalent bond; 

b) A2-L2-B2-, wherein A 2 is CH 3 (C=CH 2 )-, optionally substituted cycloalkyl, optionally 
substituted alkyl, or optionally substituted aryl; wherein L 2 is -C=C-; and wherein 
B 2 is a covalent bond; 

0 A3-L3-B3-, wherein A 3 is an optionally substituted aryl, optionally substituted 

heteroaryl or optionally substituted heterocyclyl; wherein L 3 is a covalent bond; 
and wherein B 3 is -CH 2 NH-; 

d) A4-L4-B4-, wherein A 4 is an optionally substituted aryl; wherein L 4 is -NHCHr," and 
wherein B 4 is a thienyl group; 

e) A5-L5-B5-, wherein A 5 is an optionally substituted heteroaryl or optionally 
substituted heterocyclyl; wherein L 5 is a covalent bond; and wherein B 5 is -SCH r ; 

f) morpholinyl-CH 2 - 

g) optionally substituted aryl; 

h) As-Le-Bs-, wherein A 6 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein L 6 is a covalent bond; 
and wherein B 6 is -NHCH 2 -; 

i) A7-L7-B7-, wherein A 7 is an optionally substituted heteroaryl or optionally 
substituted heterocyclyl; wherein L 7 is a covalent bond; and wherein B 7 is -CH r ; 

j) optionally substituted heteroaryl or optionally substituted heterocyclyl; 

k) As-Ls-Bs-, wherein As is optionally substituted phenyl; wherein L 8 is a covalent 

bond; and wherein B 8 is -0-; 
I) A9-L9-B9-, wherein A 9 is an optionally substituted aryl; wherein L 9 is a covalent 

bond; and wherein B 9 is a furan group; 
m) A10-L10-B10-, wherein Ai 0 is an optionally substituted heteroaryl or optionally 

substituted heterocyclyl; wherein L 10 is -CH(CH 2 CH 3 )-; and wherein B 10 is -NHCH2-; 
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n) An-Lii-Bir, wherein A n is an optionally substituted heteroaryl or optionally 
substituted heterocyclyl; wherein Ln is a covalent bond; and wherein Bn is - 
0CH r ; 

o) A12-L12-B12-, wherein A12 is an optionally substituted aryl, optionally substituted 

heteroaryl or optionally substituted heterocyclyl; wherein U 2 is-NHC(O)-; and 

wherein Bi 2 is -N(optionally substituted aryl)CH 2 -; 
p) A13-L13-B13-, wherein A13 is an optionally substituted aryl, optionally substituted 

heteroaryl or optionally substituted heterocyclyl; wherein L l3 is a covalent bond; 

and wherein B13 is -NHC(0>; 
q) Ai4-Lh-Bi4-, wherein A14 is an optionally substituted aryl, optionally substituted 

heteroaryl or optionally substituted heterocyclyl; wherein L i4 is-NHC(0)(optionally 

substituted heteroaryl); and wherein Bi 4 is -S-S-; 
r) F 3 CC(0)NH-; 

s) Ai5~Li5-Bi5-, wherein Ai 5 is an optionally substituted aryl f optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein L15 is-(CH 2 ) 0 - 
iNH(optionally substituted heteroaryl)-; and wherein Bi 5 is -NHCH 2 -; 

t) Aie-Lie-Bie-r wherein Ai 6 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein Lie is a covalent bond; 
and wherein Bi 6 is -N(optionally substituted alkyl)CH 2 -; and 

u) A17-L17-B17-, wherein Ai 7 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein L x7 is a covalent bond; 
and wherein Bn is -(optionally substituted aryl-CH 2 ) 2 -N-. 
[0070] In another preferred embodiment of the compounds according to paragraph [0046], Cy 2 - 
X 1 - is collectively selected from the group consisting of 

a) Di-Ei-Fn wherein Di is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein Ei is -CH 2 - or a covalent 
bond; and wherein Fi is a covalent bond; 

b) DrErFr, wherein D 2 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein E 2 is -NH(CH 2 )o- 2 -; and 
wherein F 2 is a covalent bond; 
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c) D 3 -E 3 -F3-, wherein D 3 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein E 3 is -{CH2)o-2NH-; and 
wherein F 3 is a covalent bond; 

d) D4-E4-F4-, wherein D 4 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein E 4 is -S{CH 2 )o-2-; and 
wherein F 4 is a covalent bond; 

e) D5-E5-F5-, wherein D 5 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein E 5 is -(CH 2 ) 0 - 2 S-; and 
wherein F 5 is a covalent bond; and 

f) De-Es-Fe-, wherein D 6 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein E 6 is -NH(CH 2 ) 0 -2NH-; 
and wherein F 6 is a covalent bond. 

[0071] In some embodiments according to paragraphs [0046] and [0048H0063], R 2 to R 4 are 
independently hydrogen, -NH 2 , nitro, furanyl, chloro, fluoro, butyl, trifluoromethyl, bromo, thienyl, 
phenyl, -CHCHC(OHMH 2> -CsCCH 2 -R 9 wherein R 9 is hydrogen, C r C r alkyl, hydroxy, amino, or C r C r 
alkoxy. 

[0072] In some preferred embodiments of the compound according to paragraphs [0046] and 
(0048M0071], q is 0 and X 1 is independently selected from the group consisting of -NH-CH r , -S-CHz- 
and -CH2-. 

[0073] In some preferred embodiments of the compound according to paragraphs [0046] and 
[0048H0071], q is 0 and X 1 is independently selected from the group consisting of -OCH 2 , -CH 2 0-, - 
CH r NH 2 -, and -CH 2 S-. 

[0074] In some embodiments of the compound according to paragraphs [0046] and [0048]- 
[0072], the compound has Ar 2 of formula 



wherein G, at each occurrence, is independently N or C, and C is optionally substituted. 
[0075] In some embodiments of the compounds according to paragraph [0074], G at each 
occurrence is C(R 8 ), wherein R 8 is selected from the group consisting of hydrogen and Ci-C r alkyl. In 
some more preferred embodiments, G is -CH-. 
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[0076] In some preferred embodiments, the compounds according to paragraph [0074] are 
those wherein Ar 2 is selected from the group consisting of phenylene, benzofuranylene and 
indolinylene. 

[0077] In some preferred embodiments, Cy 2 is aryl or heteroaryl, each of which is optionally 
substituted. More preferably, Cy 2 is phenyl, pyrimidinyl, benzimidazolyl or benzothiazolyl, each of 
which is optionally substituted. Preferred substituents of Cy 2 are from one to three substituents 
independently selected from the group consisting of C r C r alkyl, Ci-C r alkoxy, halo, di-C r C r 
alkylamino-C r C 7 -alkoxy and heteroaryl. More preferably, the substituents of Cy 2 are selected from 
methyl, methoxy, fluoro, chloro, pyridinyl and dimethylamino-ethoxy. 
[0078] In some preferred embodiments, the moiety formed by Cy 2 -X* is selected from the 
following: 
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[0079] In a preferred embodiment, the compounds of paragraph [0050J are represented by the 
general formula (2): 

,R 2 




(2) 

or a pharmaceutically acceptable salt thereof, wherein 
R 2 and R 3 are independently selected from the group consisting of hydrogen, trifluoromethyl, 
butyl, -(CH 2 ) 3 -OH, chloro, fluoro, amino, phenyl, thienyl, furanyl, -CH=CHC(0)NH 2 , -C=CCH r OH, 
-C=CCH 2 -OCH 3 ; and 
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the A ring is optionally further substituted with from 1 to 3 substituents independently selected 
from methyl, hydroxy, methoxy, halo, and amino. 
[0080] In some preferred embodiments, the compounds according to paragraph [0079] are 
those in which Cy 2 is selected from: 




OMe 
MeO^L 



MeO 



, and 



•a ; 

MeO"^ 
MeO^^. 

[0081] In other preferred embodiments of the compounds according to paragraphs [0079] and 
[0080], the A ring is not further substituted. 

[0082] In another preferred embodiment of the compounds according to paragraphs [0079] - 
[0081], R 2 and R 3 are both -H. 

[0083] In another embodiment of this aspect, the invention comprises compounds of the general 
formula (3): 




(3) 

or a pharmaceutical^ acceptable salt or in vivo hydrolyzable ester or amide thereof; wherein: 
<Dis-NH 2 or-0H; 

Ring A is a heterocyclyl, wherein if said heterocyclyl contains an -NH- moiety that nitrogen is 
optionally substituted by a group selected from K; 

R 5 is a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 
trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, C r5 -alkyl, C r6 - 
alkenyl, C r6 -alkynyl, C r6 -alkoxy, C r6 -alkanoyl, C r6 -alkanoyloxy, WCre-alkyDamino, N,N- 
(Ci-6-alkyl) 2 amino, C r6 -alkanoylamino, WCi- r alkyl)carbamoyl, N,/V-(Cr 6 -alkyl) 2 carbamoyl, 
Cr6-alkylS(0) a wherein a is 0 to 2, C r6 -alkoxycarbonyl, WC r6 -alkyl)sulphamoyl, N.WCre- 
alkyl) 2 sulphamoyl, aryl, aryloxy, arylC r6 -alkyl, heterocyclic group, (heterocyclic groupKW 



23 



WO 2005/030705 



PCT/US2004/03159J 



alky!, or a group (B-E-); wherein R 5 , including group (B-E-), is optionally substituted on 
carbon by one or more W; and wherein if said heterocyclic group contains an -IMH- moiety 
that nitrogen is optionally substituted by J; 

W is halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, amino, carboxy, 

carbamoyl, mercapto, sulphamoyl, C r6 -alkyi, Crs-alkenyl, C 2 - 6 -alkynyl, C r6 -alkoxy, C r 
s-alkanoyl, C r6 -alkanoyloxy, N-(Ci- 6 -alky!)amino, N,MC r6 -alkyl) 2 amino, C r6 - 
alkanoylamino, /V-(Ci- 6 -aIkyI)carbamoyl, N,WCr 6 -alkyl) 2 carbamoyl r C r6 -alkylS(0) a 
wherein a is 0 to 2, C r6 -alkoxycarbonyl, /V-(C r6 -alkyl)sulphamoyl, N,N-(C r6 - 
alkyl) 2 sulphamoyl, or a group (B'-E -); wherein W, including group (B'-E'-), is optionally 
substituted on carbon by one or more Y; 

Y and Z are independently selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 
trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, Ci-e-alkyl, Cre- 
alkenyl, C 2 - 6 -alkynyl, Ci- 6 -alkoxy, C r6 -alkanoyl, Ci- 6 -alkanoyloxy, /V-(C r6 -alkyl)amino, 
/V,WC r 6-alkyl) 2 amino, Cr 6 -alkanoylamino, N-(Ci- 6 -alkyl)carbamoyl, N,N-(C r6 - 
aIkyl) 2 carbamoyl, C r6 -alkylS(0) a wherein a is 0 to 2, C r5 -alkoxycarbonyl, N-(Ci- 6 - 
alkyDsulphamoyl or N,N-(Cr 5 -alkyl) 2 sulphamoyl; 

G, J and K are independently selected from C r8 -alkyl, C r8 -alkenyl, C r8 -alkanoyl, C r8 - 
alkylsulphonyl, C r8 -aIkoxycarbonyl, carbamoyl, /V-(C r 8-a!kyl Carbamoyl, N,NlCis- 
alkyDcarbamoyl, benzyloxycarbonyl, benzoyl, phenylsulphonyl, aryl, arylCre-alkyl or 
(heterocyclic group)Cr 6 -aIkyl; wherein G, J, and K are optionally substituted on carbon 
by one or more Q; and wherein if said heterocyclic group contains an -NH- moiety that 
nitrogen is optionally substituted by hydrogen or C 16 alkyl; 

Q is halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, C r6 -alkyl, C 2 - 6 -alkenyl, C 2 - 6 -alkynyl, C r6 -alkoxy, C r 
6-alkanoyl, C r6 -alkanoyloxy, N-(Ci- 6 -alkyl)amino, N,N-(C r6 -alkcyl) 2 amino, C r6 - 
alkanoylamino, N-{Cr 6 -alkyl)carbamoyl, N,MCr6-aIkyl) 2 carbamoyl, C r6 -alkylS(0) a 
wherein a is 0 to 2, C r6 -alkoxycarbonyl, Ci-e-alkoxycarbonylamino, /V-(C r6 - 
alkyUsulphamoyl, N,/\MC r 6-alkyI) 2 sulphamoyl, aryl, aryloxy, aryl C r6 -alkyl, arylC r6 - 
alkoxy, heterocyclic group, (heterocyclic group)C r6 -alkyl, (heterocyclic groupJCre- 
alkoxy, or a group (B"-E"-); wherein Q, including group (B"-E"-), is optionally substituted 
on carbon by one or more Z; 
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B, B' and B" are independently selected from C,- 6 -alkyl, C 2 -6-alkenyl, C 2 - 6 -alkynyl, C 3 -8- 
cycloalkyl, C 3 -8-cycloalkylC r6 -alkyl, aryl, arylC^alkyl, heterocyclic group, 
(heterocyclic group)C r6 -alkyl, phenyl or phenylC r6 -alkyl; wherein B, B' and B" is 
optionally substituted on carbon by one or more D; and wherein if said heterocyclic 
group contains an -NH- moiety that nitrogen is optionally substituted by a group 
selected from G; 

E, E' and E" are independently selected from -N(R a h -0-, -C(0)0-, -OC(0)-, -C(0K -N(R a )C(0)- 
, -N(R a )C(0)N(R b )-, -N(R a )C(O)0- ( -OC(0)N(R a h -C(0)N(R a )-, S(0) r , -S0 2 N(R a )-, -N(R a )SO r 
wherein R 2 and R b are independently selected from hydrogen or C r6 -alkyl optionally 
substituted by one or more F and r is 0-2; 
D and F are independently selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 
trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, C r6 -alkyl, C 2 - 6 - 
alkenyl, C 2 - 6 -alkynyl, Ci-g-alkoxy, C r6 -alkanoyl, C r6 -alkanoyloxy, AMd-s-alkyDamino, 
W,/V-(Ci- 6 -alkyl) 2 amino, Ci- 6 -alkanoylamino, /V-(C r5 -alkyl Carbamoyl, N,MCr<r 
alkyl) 2 carbamoyl, C r6 -alkylS(0) a wherein a is 0 to 2, CWalkoxycarbonyl, Wd-e- 
alkyDsulphamoyl or A/,/V-(Ci-6-alkyl) 2 sulphamoyl; 

m is 0, 1, 2, 3 or 4; wherein the values of R 5 may be the same or different; 

R 5 is halo; 

n is 0, 1 or 2; wherein the values of R 6 may be the same or different; and 
R\ R 2 , R 3 , and R 4 are as defined in paragraph [0046]. 
[0084] Particular values of Ring A, R 5 , R 6 , m, and n include the following: 
Ring A: 

(a) pyridyl, quinolyl, indolyl, pyrimidinyl, morpholinyl, piperidinyl, piperazinyl, 
pyradazinyl, pyrazinyl, thiazolyl, thienyl, thienopyrimidinyl, thienopyridinyl, purinyl, 
triazinyl, oxazolyl, pyrazolyl, or furanyl; wherein if Ring A contains an -NH- moiety 
that nitrogen is optionally substituted by a group selected from K; 

(b) pyridin-4-yl, pyridin-3-yl, pyridin-2-yl, quinolin-8-yl, pyrimidin-6-yl, pyrimidin-5-yl, 
pyrimidin-4-yl, morpholin-4-yl, piperidin-4-yl, piperidin-3-yl, piperdin-2-yl, piperazin-4- 
yl, pyridazin-5-yl, pyrazin-6-yl, thiazol-2-yl, thien-2-yl, thieno[3,2b]pyrimidinyl, 
thieno[3,2b]pyrimidinyl, thieno[3,2b]pyridinyl, purin-6-yl or triazin-6-yl; wherein if 
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Ring A contains an -NH- moiety that nitrogen is optionally substituted by a group 
selected from K; 

(c) pyridyl, quinolyl, pyrimidyl, morpholinyl, piperidinyl, piperazinyl, pyradazinyl, 
pyrazinyl, thiazyl or furanyl; 

(d) pyridin-4-yl, pyridin-3-yl, pyridin-2-yl, quinoline-8-yl, pyradizin-2-yl, furan-3-yl, 
morpholinyl, thiazol-2-yl, pyrimidin-6-yl, piperidin-4-yl or piperazin4-yl; and 

(e) pyridine-4-yl, pyridine-3-yl, quinoline-8-yl, piperidin-4-yl or piperazin-4-yl. 

(a) a substituent on carbon and is selected from halo, amino, Ci- 6 -alkyl, d-e-alkoxy, 
N-(Ci-6-alkyl)amino, aryl, aryloxy, arylCnralkyl, heterocyclic group, (heterocyclic 
group)Ci-6-alkyl, or a group (B-E-); wherein R 5 , including group (B-E-), is optionally 
substituted on carbon by one or more W; and wherein if said heterocyclic group 
contains an -NH- moiety that nitrogen is optionally substituted by J; 
W is hydroxy, mercapto, C r6 -alkyl, CWalkoxy, N.WCWalkylfeamino or a group 

(B'€'-); wherein W, including group (B'-E'-), is optionally substituted on carbon 

by one or more Y; 

Y and Z are independently selected from halo, nitro, cyano, hydroxy, C r6 -alkoxy, 
N,N-(Ci-6-alkyl) 2 amino or C r6 -alkanoylamino; 

G, J, and K are independently selected from Crs-alkyl, C^alkenyl, d-s-alkanoyl, 
aryl, arylC r6 -alkyl or (heterocyclic group)Ci-6-alkyl; wherein G, J and K are 
optionally substituted on carbon by one or more Q; and wherein if said 
heterocyclic group contains an -NH- moiety that nitrogen is optionally 
substituted by hydrogen or C r5 -alkyl; 

Q is cyano, hydroxy, C r6 -alkoxy, Ci-e-alkanoyloxy, C r6 -alkoxycarbonyl r Ci-<r 
alkoxycarbonylamino, aryl, aryloxy or a group (B"-E"-); wherein Q, including 
group (B"-E"-), is optionally substituted on carbon by one or more Z; 

B, B' and B" are independently selected from Ci-e-alkyI, C r6 -alkenyl, Cre-alkynyl, 
C 3 -8-cycloalkyl, C r <rcycloalkylCi-6-alkyl, aryl, arylCnralkyl, heterocyclic group, 
(heterocyclic group)C r6 -alkyl, phenyl or phenylC r6 -alkyl; wherein B, B' and B" 
are optionally substituted on carbon by one or more D; and wherein if said 
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heterocyclic group contains an -NH- moiety that nitrogen is optionally 
substituted by a group selected from 6; 

E, E' and E" are independently selected from -IM(R a )-, -0-, -C(0)0-, -OC(O)-, -0(0)-, - 
N(R a )C(0)-, -N(R a )C(0)N(R b K -N(R a )C(0)0-, -OC(0)N(R a )-, -C(0)N(R a )-, -S(0) r , - 
S0 2 N(R a h -N(R a )SO r , wherein R a and R b are independently selected from 
hydrogen or C r6 -alkyl optionally substituted by one or more F and r is 0-2; 

D and F are independently selected from halo, d-e-alkoxy or /V,/V-(C r6 - 
alkyl) 2 amino. 

(b) a substituent on carbon and is selected from fluoro, chloro, amino, methyl, ethyl, 
propyl, methoxy, Aknethylamino, N-ethylamino, fV-propylamino, N-butylamino, 
phenyl, naphthylethyl, piperizin-4-yl, piperidin-l-yl, piperdin-4-yl, 2-(thiomethyl)- 
pyrimidin-4-yl, tetrahydrofuran-2-ylmethyl, tetrahydropyran-2-ylmethyl, 1,2,5- 
thiadiazol-3-ylethyl, piperidin-l-ylmethyl, pyridin-2-ylmethyl, or a group (B-B-); 
wherein R 5 , including group (B-E-), is optionally substituted on carbon by one or 
more W; and wherein if said heterocyclic group contains an -NH- moiety that 
nitrogen is optionally substituted by J; 

W is hydroxy, methyl, ethyl, ethoxy, A/,N-(diethyl)amino, /V,Wdibutyl)amino, or a 
group (B'-E'-); wherein W, including group (B'-E'-), is optionally substituted on 
carbon by one or more Y; 

Y and Z are independently selected from fluoro, chloro, bromo, nitro, cyano 
hydroxy, methoxy, N,Wdimethyl)amino or methylcarbonylamino; 

G, J and K are independently selected from methyl, ethyl, propyl, pentyl, 2- 
methylbutyl, butyl, acetyl, benzyl, 3-(pyrrol-l-yl)propyl or pyrrolidin-2-one-(5S)- 
methyl; wherein G, J and K are optionally substituted on carbon by one or 
more Q; and wherein if said heterocyclic group contains an -NH- moiety that 
nitrogen is optionally substituted by hydrogen or methyl; 

Q is cyano, hydroxy, methoxy, ethoxy, methylcarbonyloxy, methoxycarbonyl, t- 
butoxycarbonlyamino, phenyl or a group (B"-E"-); wherein Q, including group 
(B"-E"-), is optionally substituted on carbon by one or more Z; 

B, B' and B" are independently selected from methyl, ethyl, propyl, cyclohexyl, 
phenyl, benzyl, 1,2,3,4-tetrahydroquinolinyl, 3-morpholinopropyl, 2- 
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morpholinoethyl, pyrrolidine -ylethyl, 3-morpholinopropyl, 3-(4- 
methylpiperazin-l-yl)propyl, 2-piperidin-l-ylethyl, 3-piperidin-l-ylpropyl, pyridin- 
3-ylmethyl or imidazol-l-ylpropyl; wherein B, B' and B" are optionally 
substituted on carbon by one or more D; and wherein if said heterocyclic 
group contains an -NH- moiety that nitrogen is optionally substituted by a 
group selected from G; 
E, E' and E" are independently selected from -N(R a )-, -0-, -C(O)-, -NHC(O)-, - 

l\I(R a )C(0)O; wherein R a is hydrogen or methyl optionally substituted by one or 
more F; 

D and F are independently selected from fluoro, methoxy or ethoxy; 
(c) fluoro, chloro, amino, methyl, methoxy, 3-morpholin4-ylpropylamino, (3-morpholin- 
4-yl)ethylamino, acetyl, benzyl, methoxycarbonylmethyl, 2-pyrrolidin-l-ylethoxy, 3- 
morpholinopropoxy, /V-(2-fluorophenyl)propanamide, 4- 
(diethylamino)phenylcarbonylmethyl, 3-(4-methylpiperazin-l-yl)propylamino, 2- 
piperidin-l-ylethylamino, 2-[N,/V-(diethyl)amino-ethylamino, pyridin-3-ylmethylamino, 
3-piperidin-l-ylpropylamino, imidazol-l-ylpropylamino, 3-methoxypropylamino, 3- 
morpholinopropylamino, piperazin-l-yl, /V-ethylamino, 4-methylpiperazin-l-yl, l-(3- 
phenoxy)propyl, l-(3-cyanophenyl)methyl, l-(4-cyanophenyl)methyl, 
tetrahydrofuran-2-ylmethyl, H3-benzyioxy)propyl, 3-methoxybenzyl, 2,3- 
dihydroxypropyl, 2-{methylcarbonyloxy)ethyl, 3-(py rrol-l -yl)p r opyl f l-[3-(2- 
methoxyethoxy)]propyl, 2-(4-acetamidophenyoxy)ethyl, 2-(t- 
butoxycarbonylamino)ethyl, 2-(t-butoxycarbonylamino)propyl, 2-[(2- 
methoxyphenyl)oxy)ethyl, (1 ,2,3,4-tetrahydroquinolin-l-yl)acetyl, 2-[N-(2- 
fluorophenyl)ylacetamide]ethyl, methoxycarbonylmethyl, 2-(ethoxy)ethyl, 4- 
methylpent-3-enyl, tetrahydropyran-2-ylmethyI, H2S)-2-methylbutyl, 4- 
(benzyloxy)butyl, 2-[4-(nitro)phenoxy)}ethyl, 2-[/V,/V-{dibutyl)amino]ethylamino, 3-KN- 
methyl-N-phenyl)amino]propylamino, N-3-[2-(dimethylamino)ethoxy]propylamino, 2- 
[4-(acetamido)phenoxy]ethyl, 2-[4-{hydroxyphenoxy)]ethyl, 1 ,2,5-thiadiazol-3- 
ylethyl, piperdin-l-ylmethyl, 2-[4-(chloro)phenoxy]ethyl, pyrrolidin-2-one-(5S)-methyl, 
phenylaminocarbonyloxymethyl, cyclohexylaminocarbonyloxymethyl, 2- 
(thiomethyl)-pyrimidin-4-yl or pyridin-2-ylmethyl; 
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(d) halo, amino, C r6 -alkyl, C r6 -alkoxy, Cn-alkanoyloxy, WC r3 -alkyl)amino, W,WC n - 
aikyl) 2 axnino, C r3 -aikanoylamino, Wd-a-alkyDcarbamoyl, N,N-(Ci- r 
alkyl) 2 carbamoyl; 

(e) halo, amino, C r6 -alkyl or Ci-e-alkoxy; and 

(f) halo, amino, methyl or methoxy. 

m: 

(a) 0, 1, 2, 3 or 4; wherein the values of R 5 may be the same or different; 

(b) 0, 1, or 2; wherein the values of R 5 may be the same or different; 
(0 0 or 1; 

(d) 0; and 

(e) 1. 

R 6 : 

(a) halo; 

(b) fluoro or chloro; and 

(c) fluoro. 

n: 

(a) 0, 1 or 2, wherein the values of R 6 may be the same or different; 

(b) Oorl; 

(c) 0;and 

(d) 1. 

[0085] Other embodiments of the compound according to paragraph [0083], include those in 
which: 

Ring A is a heterocyclyl; 

R 5 is halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, C r6 -alkyl, (Walkenyl, C^-alkynyl, C rr alkoxy, C r6 - 
alkanoyl, d-g-alkanoyloxy, WC r6 -alkyl)amino, /V,WC r6 -alky[) 2 amino, C r6 -alkanoylamino, N- 
(Cj-6-alkyDcarbamoyl, N,WC,- 6 -alkyl) 2 carbamoyl, C r6 -alkylS(0) a wherein a is 0 to 2, C r6 - 
alkoxycarbonyl, WC^alkyDsulphamoyl, ^AKCre-alky^sulphamoyl or a group (B-E-); 
wherein, B is selected from d-e-alkyl, C r6 -alkenyl, C r6 -alkynyl, C r8 -cycloalkyl, C 3 - 8 - 
cycloalkylC r6 -alkyl, phenyl, heterocyclyl, phenyh-g-alkyl or heterocyclylC r6 -alkyl; wherein B 
is optionally substituted on carbon by one or more D; and wherein if said heterocyclyl 
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contains an -NH- moiety that nitrogen is optionally substituted by a group selected from 
G; 

E is -N(R a )-, -0-, -0(0)0-, -OC(O)-, -C(O)-, -N(R a )C(0)-, -C(0)N(R a )-, -S(0) r - f -S0 2 N(R a )-, -N(R a )S0 2 - 
wherein R a is hydrogen or (Walkyl optionally substituted by one or more D and r is 
0-2; 

D is independently selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 

trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, C r6 -alkyl, C 2 - 6 - 
alkenyl, CWalkynyl, Ci-e-alkoxy, Cnralkanoyl, C r6 -aikanoyloxy, N-(C r6 -aiky!)amino, 
/V l WCi-ralkyl) 2 amino l C r6 -alkanoylamino, /\KC r6 -alkyl Carbamoyl, /V,/V-(C r6 - 
alkyl) 2 carbamoyl, C r6 -alkylS(0) a wherein a is 0 to 2, C r6 -alkoxycarbonyl, N-(Ci-6- 
alkyDsulphamoyl and N,/\KCrralkyl)2SuIphamoyl; 
G is selected from C r4 -alkyl, C r4 -alkanoyl, Ci^alkylsulphonyl, C r4 -alkoxycarbonyl, 
carbamoyl, WC r4 -alkyl)carbamoyl, N,MC r4 -alkyl)carbamoyl, benzyl, 
benzyloxycarbonyl, benzoyl and phenylsulphonyl; 

m is 0, 1, 2, 3 or 4; wherein the values of R 5 are the same or different; 

R 6 is halo; and 

n is 0, 1 or 2; wherein the values of R 6 can be the same or different. 
[0086] In another embodiment of the compound according to paragraph [0083], 

Ring A is a pyridyl, quinolyl, indolyl, pyrimidinyl, morpholinyl, piperidinyl, piperazinyl, 

pyradazinyl, pyrazinyl, thiazolyl, thienyl, thienopyrimidinyl, thienopyridinyl, purinyl, triazinyl, 
oxazolyl, pyrazolyl, or furanyl; wherein if Ring A contains an -NH- moiety that nitrogen is 
optionally substituted by a group selected from K; 

R 5 is a substituent on carbon and is selected from halo, amino, C r6 -alkyl, C r5 -alkoxy, /V-(C r6 - 
alkyUamino, aryl, aryloxy, arylC r6 -alkyI, heterocyclic group, (heterocyclic group)C r6 -alkyl, 
or a group (B-E-); wherein R 5 , including group (B-E-), is optionally substituted on carbon by 
one or more W; and wherein if said heterocyclic group contains an -NH- moiety that 
nitrogen is optionally substituted by J; 

W is hydroxy, mercapto, C r6 -alkyl f C r5 -alkoxy, N,WC r6 -aIkyl) 2 amino or a group (B-E'-); 
wherein W, including group (B'-E'-), is optionally substituted on carbon by one or more 
Y; 
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Y and Z are independently selected from halo, nitro, cyano, hydroxy, C r6 -alkoxy, N,mc v 
6-alkyl) 2 amino or C r6 -alkanoylamino; 

G, J and K are independently selected from CWalkyl, C^alkenyl, C r8 -alkanoyl, aryl, 
arylCre-alkyl or (heterocyclic groupJCWalkyl; wherein G, J and K are optionally ' 
substituted on carbon by one or more Q; and wherein if said heterocyclic group 
contains an -NH- moiety that nitrogen is optionally substituted by hydrogen or C 
alkyl; 6 

Q is cyano, hydroxy, C^alkoxy, CWalkanoyloxy, C r5 -alkoxycarbonyl, C r6 - 

alkoxycarbonylamino, aryl, aryloxy or a group (B»-E»-); wherein Q, including group (B»- 
E"-), is optionally substituted on carbon by one or more Z; 

B, B' and B» are independently selected from CWalkyl, C^-alkenyl, C r6 -alkynyl, 
cycloalkyl, Crs-cycloalkylCre-alkyl, aryl, arylC r6 -alkyl, heterocyclic group, 
(heterocyclic groupXWalkyl, phenyl or phenylC r6 -alkyl; wherein B, B' and B" are 
optionally substituted on carbon by one or more D; and wherein if said heterocyclic 
group contains an -NH- moiety that nitrogen is optionally substituted by a group 
selected from G; 

E, E' and E" are independently selected from -N(R a h -0-, -C(0)0-, -OC(O)- -C(O)- 

-N(R a )C(OK -NTOOWK .N(R a )C(0)O -OC(O)W), -C(0)N(R% -S(0) r -, -S0 2 N(R'K 
-N(R a )S0 2 - wherein R a and R b are independently selected from hydrogen or C r6 -alkyl ' 
optionally substituted by one or more F and r is 0-2; 

D and F are independently selected from halo, C r6 -alkoxy or WC^-alkyD.amino; 

m is 0, 1, 2, 3 or 4; wherein the values of R 5 are the same or different; 

R 6 isfluoroor chloro; and 

n is 0, 1 or 2, wherein the values of R 6 are the same or different; 
[0087] In another embodiment of the compound according to paragraph [0083], 

Ring A is pyridin-4-yl, pyridin-3-yl, pyriclin-2-yl, quinolin-8-yl, pyrimidin-6-yl, pyrimidin-5-yl, 
pyrimidin-4-yl, morpholin-4-yl, piperidin-4-yl, piperidin-3-yl, piperdin-2-yl, piperazin4-yl, 
pyridazin-5-yl, pyrazin-6-yl, thiazol-2-yl, thien-2-yl, thienot3,2d]pyrimidinyl, 
thieno[3,2b]pyrimidinyl, thienot3,2b]pyridinyl, purin-6-yl or triazin-6-yl; wherein if Ring A 
contains an -NH- moiety that nitrogen is optionally substituted by a group selected from K; 
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R 5 is a substituent on carbon and is selected from fluoro, chloro, amino, methyl, ethyl, propyl, 
methoxy, N-methylamino, N-ethylamino, N-propylamino, N-butylamino, phenyl, 
naphthylethyl, piperazin-l-yl, piperidin-l-yl, piperidin-4-yl, 2-(thiomethyl)-pyrimidin-4-yl, 
tetrahydrofuran-2-ylmethyl, tetrahydropyran-2-ylmethyl, l,2,5-thiadiazol-3-ylethyl, piperidin- 
1-ylmethyl, pyridin-2-ylmethyl, or a group (B-B-); wherein R 5 , including group (B-B-), is 
optionally substituted on carbon by one or more W; and wherein if said heterocyclic 
group contains an -NH- moiety that nitrogen is optionally substituted by J; 
W is hydroxy, methyl, ethyl, ethoxy, N,N-(diethyl)amino, N./V-WibutyDamino, or a group (B'- 

E'-); wherein W, including group (B'-E'-), is optionally substituted on carbon by one or 

more Y; 

Y and Z are independently selected from fluoro, chloro, bromo, nitro, cyano, hydroxy, 
methoxy, /V,Wdimethyl)amino or methylcarbonylamino; 

G, J and K are independently selected from methyl, ethyl, propyl, pentyl, 2-methylbutyl, 
butyl, acetyl, benzyl, 3-{pyrrol-l-yl)propyl or pyrrolidin-2-one-(5S)-methyl; wherein G, J 
and K are optionally substituted on carbon by one or more Q; and wherein if said 
heterocyclic group contains an -NH- moiety that nitrogen is optionally substituted by 
hydrogen or methyl; 

Q is cyano, hydroxy, methoxy, ethoxy, methylcarbonyloxy, methoxycarbonyl, t- 

butoxycarbonylamino, phenyl or a group (B"-E"-); wherein Q, including group (B"-E"-), is 
optionally substituted on carbon by one or more Z; 

B, B' and B" are independently selected from methyl, ethyl, propyl, cyclohexyl, phenyl, 
benzyl, 1,2,3,4-tetrahydroquinolinyl, 3-morpholinopropyl, 2-morpholinoethyl, 2- 
pyrrolidin-l-ylethyl, 3-morpholinopropyl, 3-(4-methylpiperazin-l-yl)propyl, 2-piperidin-l- 
ylethyl, 3-piperidin-l-ylpropyl, pyridin-3-ylmethyl or imidazol-l-ylpropyl; wherein B, B' 
and B" are optionally substituted on carbon by one or more D; and wherein if said 
heterocyclic group contains an -NH- moiety that nitrogen is optionally substituted by a 
group selected from G; 

E, E' and E" are independently selected from -N(R a K -0-, -C(Oh -NHC(Oh -N(R a )C(0)0-; 
wherein R a is hydrogen or methyl optionally substituted by one or more F; 

D and F are independently selected from fluoro, methoxy or ethoxy; 
m is 0, 1, or 2; wherein the values of R 5 are the same or different; 
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R 6 is fluoro; and 
nisOorl. 

[0088] In the embodiments of the compounds according to paragraphs [0083] and [0085] - 
[0087], R\ R 2 , R 3 , and R 4 are as defined in paragraphs [0048] and [0049]. In other preferred 
embodiments, the compounds according to paragraph [0083] are the compounds of Tables 1-8 and 
13 of WO 03/087057 modified by replacing the terminal moiety: 



R 4 <D 

wherein O, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with paragraphs [0046], and preferably 
[0048] and [0049]. 

[0089] The definitions in paragraphs [0090] - [0097] apply to R 5 and R 6 in paragraphs [0083] - 
[0088] and supplement the definitions in paragraphs [0020] - [0042]. To the extent there are any 
inconsistencies between the definitions in paragraphs [0020] - [0042] and in paragraphs [0090] - 
[0097], the definitions in paragraphs [0090] - [0097] shall take precedence for the compounds of 
paragraphs [0083] - [0088] only. 

[0090] "Alkyl" includes both straight and branched chain alkyl groups. For example, "C^-alkyl" 
and "Cre-alkyl" includes methyl, ethyl, propyl, isopropyl, pentyl, hexyl, heptyl, and t-butyl. However, 
references to individual alkyl groups such as 'propyl' are specific for the straight-chained version only 
and references to individual branched chain alkyl groups such as 'isopropyl' are specific for the 
branched chain version only. 

[0091] The term "halo" refers to fluoro, chloro, bromo and iodo. 

[0092] Where optional substituents are chosen from "one or more" groups it is to be understood 
that this definition includes all substituents being chosen from one of the specified groups or the 
substituents being chosen from two or more of the specified groups. 




with 
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[0093] A "heterocyclyl" is a saturated, partially saturated or unsaturated, mono or bicyclic ring 
containing 3-12 atoms of which at least one atom is chosen from nitrogen, sulphur or oxygen, which 
may, unless otherwise specified, be carbon or nitrogen linked, wherein a ring sulphur atom is 
optionally oxidized to form the S-oxide(s). Preferably a "heterocyclyl" is a saturated, partially 
saturated or unsaturated, monocyclic ring containing 5 or 6 atoms of which at least one atom is 
chosen from nitrogen, sulphur or oxygen or a 8-10 membered bicyclic ring which may, unless 
otherwise specified, be carbon or nitrogen linked, wherein a ring sulphur atom is optionally oxidized 
to form S-oxide(s). Examples and suitable values of the term "heterocyclyl" are thiazolidinyl, 
pyrrolidinyl, 1,3-benzodioxolyl, 1,2,4-oxadiazolyl, 2-azabicyclo[2.2.1]heptyl, morpholinyl, 
tetrahydrofuranyl, furanyl, tetrahydropyranyl, piperidinyl, piperazinyl, thiomorpholinyl, 1,3-dioxolanyl, 
homopiperazinyl, thienyl, pyrrolyl, pyrazolyl, oxadiazolyl, tetrazolyl, oxazolyl, thienopyrimidinyl, 
thienopyridinyl, thieno{3,2d]pyrimidinyl, 1,3,5-triazinyl, purinyl, 1,2,3,4-tetrahydroquinolinyl, 
benzimidazolyl, benzthiazoiyl, benzoxazolyl, benzothienyl, benzofuranyl, indazolyl, quinazolinyl, 
cinnolinyl, phthalazinyl, quinoxalinyl, napthyridinyl, benzotriazolyl, pyrrolothienyl, imidazothienyl, 
isoxazolyl, imidazolyl, thiadiazolyl, isothiazolyl, 1,2,3-triazolyl, 1,2,4-triazolyl, pyranyl, indolyl, 
pyrimidyl, thiazolyl, pyrazinyl, pyridazinyl, pyridyl, quinolyl, quinazolinyl, and l-isoquinolinyl. 
[0094] A "heterocyclic group" is a saturated, partially saturated or unsaturated, mono or bicyclic 
ring containing 3-12 atoms of which at least one atom is chosen from nitrogen, sulphur or oxygen, 
which may, unless otherwise specified, be carbon or nitrogen linked, wherein a CH 2 group is 
optionally replaced by a C(O), and wherein a ring sulphur atom is optionally oxidized to form the S- 
oxide(s). Preferably a "heterocyclic group" is a saturated, partially saturated or unsaturated, 
monocyclic ring containing 5 or 6 atoms of which at least one atom is chosen from nitrogen, sulphur 
or oxygen or a 9 or 10 membered bicyclic ring which may, unless otherwise specified, be carbon or 
nitrogen linked, wherein a CH 2 group is optionally replaced by a C(O), and wherein a ring sulphur 
atom is optionally oxidized to form S-oxide(s). Examples and suitable values of the term "heterocyclic 
group" are pyrrolidinyl, 2-pyrrolidonyl 2,5-dioxopyrrolidinyl, 2,4-dioxoimidazolidinyl, 2-oxo-l,3,4- 
triazolinyl, oxazolidinyl, 2-oxazolidonyI, 5,6-dihydro-uracilyl, 1,3-benzodioxolyl, 1,2,4-oxadiazolyl, 2- 
azabicyclo[2.2.1]heptyl, morpholinyl, 2-oxotetrahydrofuranyl, tetrahydrofuranyl, furanyl, 
tetrahydropyranyl, piperidinyl, piperazinyl, thiomorpholinyl, 1,1-dioxothiomorpholinyl, 1,3-dioxolanyl, 
homopiperazinyl, thiophenyl, thienopyridinyl, thienopyrimidinyl, thieno[3,2d]pyrimidinyl, 1,3,5-triazinyl, 
purinyl, quinolinyl, isoquinolinyl, 1,2,3,4-tetrahydroquinolinyl, tetrahydroisoquinolinyl, imidazolyl, 
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benzimidazolyl, benzothiazolyl, benzoxazolyl, benzothiophenyl, benzofuranyl, indazolyl, quinazolinyl, 
cinnolinyl, phthalazinyl, quinoxalinyl, napthyridinyl, oxazolyl, isoxazolyl, pyrrolyl, tetrazolyl, thiadiazolyl, 
isothiazolyl, 1,2,3-triazolyl, 1,2,4-triazolyl, pyranyl, indolyl, isoindolyl, pyrimidinyl, thiazolyl, pyrazolyl, ' 
3-pyrrolinyl, pyrazinyl, pyridazinyl, pyridinyl, pyridonyl, pyrimidonyl and 1-isoquinolinyl. 
[0095] An "aryl" group is, for example, phenyl, indenyl, indanyl, naphthyl, tetrahydronaphthyl or 
fluorenyl, preferably phenyl. 

[0096] An example of "d-s-alkanoyloxy" is acetoxy. Examples of "C^alkoxycarbonyl", "d- 6 - 
alkoxycarbonyl" and d-4-alkoxycarbonyl include methoxycarbonyl, ethoxycarbonyl, N- and t- 
butoxycarbonyl. Examples of CWalkynyl are ethynyl and 2-propynyl. Examples of "(Walkoxy" include 
methoxy, ethoxy and propoxy. Examples of "C r6 -alkanoylamino» and C r3 -alkanoylamino include 
formamido, acetamido and propionylamino. Examples of "C r6 -alkylS(0) a wherein a is 0 to 2" include 
(Walkylsulphonyl, C r3 -alkylS(0) a , methylthio, ethylthio, methylsulphinyl, ethylsulphinyl, mesyl and 
ethylsuiphonyl. Examples of "CWalkanoyl", "C r6 -alkanoyr and C r4 -alkanoyl include C^alkanoyl, 
propionyl and acetyl. Examples of "AKWalkylamino'' and WC n -alkyl)amino include methylamino and 
ethylamino. Examples of "/V ; WC r6 -alkyl) 2 amino'' and A/,WC 1 - 2 -alkyl) 2 amino include di-N-methylamino, 
dH/V-ethyl)amino, dHN-butyl)amino and N-ethyl-AAmethylamino. Examples of "C^-alkenyr are C 1V 
alkenyl and CWalkenyl, and include vinyl, allyl, and 1-propenyl. Examples of "WCWalkyOsulphamoyl" 
and "/V-(Ci 5 alkyI)sulphamoyl" are /V-(C r3 -alkyl)sulphamoyl, WmethyDsulphamoyl and N- 
(ethyl)sulphamoyl. Examples of "WCWaikylksulphamoyl" are N,/V-(Cr3-alkyl) 2 sulphamoyl, N,N- 
(dimethyDsulphamoyl and WmethylWethyDsulphamoyi. Examples of "WC r8 -alkyl)carbamo' y r and "N- 
(C r6 -alkyl)carbamoy|- are MC r4 -alkyl)carbamoyl, WC^alkyDcarbamoyl, methylaminocarbonyl, and 
ethylaminocarbonyl. Examples of ^AHCre-alkyl^carbamoyr and "W,AHC r6 -alkyl ^carbamoyl" are 
N,MC r4 -alkyl) 2 carbamoyl, N,WC 1 - r alkyl) 2 carbamoyl, dimethylaminocarbonyl and 
methylethylaminocarbonyl. Examples of "(heterocyclic groupJCnralkyl" include piperidin-l-ylmethyl, 
piperidin-l-ylethyl, piperdin-l-ylpropyl, pyridylmethyl, 3-morpholinopropyl, 2-morpholinoethyl and 2- 
pyrimid-2-ylethyl. Examples of "(heterocyclic group)C r6 -alkoxy" include (heterocyclic group)methoxy, 
(heterocyclic group)ethoxy and (heterocyclic group)propoxy. Examples of "arylC^alkyl" include 
benzyl, 2-phenylethyl, 2-phenylpropyl and 3-phenylpropyl. Examples of "aryloxy" include phenoxy and 
naphthyloxy. Examples of "CWcycloalkyl" include cyclopropyl and cyclohexyl. Examples of "C 3 -s 
cycloalkyld-s-alkyl" include cyclopropylmethyl and 2-cyclohexylpropyl. Examples of "C r6 - 
alkoxycarbonylamino" include methoxycarbonylamino and t-butoxycarbonylamino. 
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[0097] Composite terms are used to describe groups comprising more than one functionality 
such as arylCi-4-alkyl. Such terms are to be interpreted as is understood by a person skilled in the 
art. For example arylC r6 -alkyl comprises C r6 -alkyl substituted by aryl and such a group includes 
benzyl, 2-phenylethyl, 2-phenylpropyl and 3-phenylpropyl. 

[0098] In another embodiment of this aspect, the invention comprises compounds of the 
following general formula (4): 




(4) 



the N-oxide forms, the pharmaceutical^ acceptable addition salts and the stereo-chemically 

isomeric forms thereof, wherein 
0> is -NH 2 or -OH; 

n is 0,1, 2 or 3, wherein when n is 0 then a direct bond is intended; 

t is 0, 1, 2, 3 or 4, wherein when t is 0 then a direct bond is intended; 

Q, X, Y, and Z are independently N or CH; 

R 1 is H or as defined in paragraph [0046], 

R 2 , R 3 , and R 4 are as defined in paragraph [0046]; 

R 12 is hydrogen, halo, hydroxy, amino, nitro, C r6 -alkyl, C r5 -alkyloxy, trifluoromethyl, di(C r6 - 

alkyDamino, hydroxyamino and naphthalenylsulfonylpyrazinyl; 
-L- is a direct bond or a bivalent radical selected from C r6 -alkanediyl, amino, carbonyl and 

aminocarbonyl; 

each R 13 is a hydrogen atom, wherein when t is 2, 3, or 4 one of the R 13 is optionally aryl; 

R 14 is hydrogen, hydroxy, amino, hydroxyC r6 -alkyl, Cre-alkyl, Ci- 6 -alkyloxy,arylCr 6 -alkyl, 
aminocarbonyl, hydroxycarbonyl, aminoCi- 6 -alkyl, aminocarbonylCr6-alkyl, 
hydroxycarbonylCre-alkyl, hydroxyaminocarbonyl, C r6 -alkyloxycarbonyl, C r6 -alkylaminoCr 
6-alkyl or di(C r eralkyl)aminoCr 6 -alkyl; 

Ring A is selected from 



36 



WO 2005/030705 



PCT/US2004/031591 





38 



WO 2005/030705 



PCT/US2004/031591 




(a-49) (a-50) <a-51) 



wherein each s is independently 0, 1, 2, 3, 4 or 5; 

R 5 and R 6 are independently selected from hydrogen; halo; hydroxy; amino; nitro; trihalodv 
alkyl; trihaloC r6 -alkyloxy; C r6 -alkyl; d-s-alkyl substituted with aryl and dno-cycloalkyl; d- 
e-alkyloxy; d-e-alkyloxyd-e-alkyloxy; d-s-alkylcarbonyl; d-e-alkyloxycarbonyl; d-e- 
alkylsulfonyl; cyanod-e-alkyl; hydroxyC r6 -alkyl; hydroxyd-e-alkyloxy; hydroxyd-r 
alkylamino; aminoC r6 -alkyloxy; di(C r6 -alkyl}aminocarbonyl; di(hydroxyC r6 -alkyl)amino; 
(aryl)(Ci- 6 -alkyl)amino; di(C r6 -alkyl)aminoC r6 -aIkyloxy; di(d-6-alkyl)aminod-6-alkylamino; 
di(Ci-6-alkyl)aminoCi-6-alkylaminoCi- 6 -alkyl; arylsulfonyl; arylsulfonylamino; aryloxy; 
aryloxyCing-alkyl; arylC r6 -alkenediyl; di(C r6 -alkyl)amino; di(C,- 6 -alkyl)aminoCi- 6 -alkyl; di(C r6 - 
alkyl)amino(Ci-6-alkyl)amino; di(Cr6-alkyl)amino(Ci- 6 -alkyl)aminoCi-6-alkyl; di(C r6 - 
alkyl)aminoCi-6-alkyl{Ci-6-alkyl)amino;di(Ci-6-alkyl)aminoCr6-alkyl{Ci-6-alkyl)aminoCi- 6 -alkyl; 
aminosulfonylaminotCre-alkyDaminoiaminosulfonylaminofCi-e-alkyOaminoCrs-alkyl; di(C r6 - 
alkyl)aminosulfonylamino(Cr 6 -alkyl)amino; di(C r6 -alkyl)aminosulfonylamino(Ci- 6 - 
alkyl)aminoC r6 -alkyl; cyano; thiophenyl; thiophenyl substituted with di(d-ralkyl)aminod-6- 
alkyKCre-alkyDaminod-^alkyl, di(C r6 -alkyl)aminoCi- 6 -alkyl, d-e-alkylpiperazinyld-s-alkyl, 
hydroxyCrs-alkylpiperazinyld-s-alkyl.hydroxyCre-alkyloxyCre-alkylpiperazinylCi-s-alkyl, 
di(Ci- 6 -alkyl)aminosulfonylpiperazinylCi-6-alkyl, d-cralkyloxypiperidinyl, d-er 
alkyloxypiperidinylCi-g-alkyl, morpholinylC r6 -alkyl, hydroxyCj-e-alkyKCre-alkyDaminoCrs- 
alkyl, or di(hydroxyd-6-alkyl)aminod-6-alkyl; furanyl; furanyl substituted with hydroxyd-e- 
alkyl; benzofuranyl; imidazolyl; oxazolyl; oxazolyl substituted with aryl and C rs -alkyl; C r6 - 
alkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; piperidinylC r6 -alkyloxy; morpholinyl; C r6 - 
alkylmorpholinyl; morpholinylC r6 -alkyloxy; morpholinyld-^alkyl; morpholinyld-e- 
alkylamino; morpholinyld-e-alkylaminod-e-alkyl; piperazinyl; d-e-alkylpiperazinyl; d-e- 
alkylpiperazinylCi-6-alkyloxy; piperazinylCi- 6 -alkyl; naphthalenylsulfonylpiperazinyl; 
naphthalenylsulfonylpiperidinyl; naphthalenylsulfonyl; d-e-alkylpiperazinyld-e-alkyl; d-e- 
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alkylpiperazinylCre-alkylamino; C r6 -alkylpiperazinyiCi-6-alkylaminoCr6-aikyl; C r6 - 
alkylpiperazinylsulfonyl; aminosulfonylpiperazinylCre-alkyloxy; aminosulfonylpiperazinyl; 
aminosulfonylpiperazinylCre-alkyl; di(C r6 -alkyl)aiTiinosulfonylpiperazinyl; di{C r6 - 
alkyl)aminosulfonylpiperazinylC r6 -alkyl; hydroxyC r5 -alkylpiperazinyl; hydroxyC r6 - 
alkylpiperazinylCre-alkyl; C r6 -alkyloxyperidinyl; Crs-alkyloxypiperidinylCre-alkyl; 
pjperidinylaminoCre-alkylamino; piperidinylaminoCrs-alkylaminoCre-alkyl; (C r6 - 
alkylpiperidinyl)(hydroxyCi- 6 -alkyl)aminoCr 6 -alkylamino; (C r6 -alkylpiperidinyl)(hydroxyCr6- 
alkyDaminoCrs-aikylaminoCre-alkyl; hydroxyCr 6 -alkyloxyC r6 -alkylpiperazinyl; hydroxyC r6 - 
alkyloxyCre-alkylpiperazinylCre-alkyl; (hydroxyCr 6 -alkyi)(Ci-6-alkyl)amino; (hydroxyC r6 - 
alkyl)(Cr6-alkyl)aminoC r6 -alkyl; hydroxyCi- 6 -alkylaminoCi-6-alkyl; di(hydroxyC r6 - 
alkyl)aminoC r5 -alkyl; pyrrolidinylCr 6 -alkyl; pyrrolidinyld-e-alkyloxy; pyrazolyl; thiopyrazolyl; 
pyrazolyl substituted with two substituents selected from C r6 -alkyl and trihaloC r6 -alkyl; 
pyridinyl; pyridinyl substituted with Ci- 6 -alkyloxy, aryloxy or aryl; pyrirnidinyl; 
tetrahydropyrimidinylpiperazinyl; tetrahydropyrimidinyIpiperazinyICr 6 -alkyl; quinolinyl; 
indolyl; phenyl; phenyl substituted with one, two or three substituents independently 
selected from halo, amino, nitro,C r6 -alkyl, Cr 6 -alkyloxy, hydroxyCi- 4 -alkyl, trifluoromethyl, 
trifluoromethyloxy, hydroxyC r4 -alkyloxy, Ci- 4 -alkylsulfonyl, C r4 -alkyloxyC r4 -alkyloxy, C r4 - 
alkyloxycarbonyl,aminoC r4 -alkyloxy, di(C r4 -aIkyl)aminoCi- 4 -alkyloxy r di(C r4 -alkyl)amino, 
di(C r4 -alkyl)aminocarbonyl r di(C r4 -alkyI)aminoCr 4 -alkyl, di(C r4 -alkyl)aminoCr 4 - 
alkylaminoCi- 4 -alkyl, di(Cr 4 -alkyl)amino(C r4 -alkyl)amino, di(Cr 4 -alkyl)amino(C r4 - 
alkyl)aminoCr 4 -a!kyl, di(Cr 4 -alkyl)aminoC r4 -alkyl(Ci- 4 -alkyl)amino, di(Cr 4 -alkyl)aminoC r4 - 
alkyl(C r4 -alkyl)aminoCi- 4 -alkyl, aminosuIfonylamino(C r4 -alkyl)amino, 
aminosulfonylamino(C r4 -alkyl)aminoC r4 -alkyl, di(Cr 4 -alkyl)aminosulfonylamino(C r4 - 
alkyDamino, di(Cr 4 -alkyl)aminosulfonylamino(C r4 -alkyl)aminoCr4-alkyl, cyano, piperidinyld- 
4-aikyloxy, pyrrolidinylCr 4 -alkyloxy, aminosulfonylpiperazinyl, aminosulfonylpiperazinylC r4 - 
alkyl, di(C r4 -alkyl)aminosulfonylpiperazinyl, di(C r4 -alkyl)aminosulfonylpiperazinylCr 4 -alkyl, 
hydroxyC r4 -alkylpiperazinyl, hydroxyC r4 -alkylpiperazinylC r4 -alkyl, C r4 -alkyloxypiperidinyl, 
C r4 -alkyloxypiperdinylC r4 -alkyl, hydroxyCr 4 -alkyloxyCr 4 -alkylpiperazinyl,hydroxyCr 4 - 
alkyloxyCr 4 -alkylpiperazinylCrralkyl, (hydroxyCr 4 -alkyl)(C r4 -alkyl)amino, (hydroxyC r4 - 
alkyl)(C rr alkyl)aminoC r4 -alkyl, di(hydroxyC r4 -alkyl)amino, di(hydroxyC r4 -alkyl)aminoC r4 - 
alkyl, furanyl, furanyl substituted with-CH=CH-GH=CH-, pyrrolidinylC r4 -alkyl, pyrrolidinyld- 
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4-alkyloxy, morpholinyl, morpholinyld-4-alkyloxy, morpholinyldM-alkyl,morpholinyld-4- 
alkylamino, morphotinylCr^alkylaminod^-alkyl, piperazinyl, d-4-alkylpiperazinyl, C rr 
alkylpiperazinylCi-4-alkyloxy, piperazinyld-4-alkyl, d-4-alkylpiperazinyld-4-alkyl, C r4 - 
alkylpiperazinylCi-4-alkylamino, CrralkylpiperazinylCi-^alkylaminoCre-alkyl, 
tetrahydropyrimidinylpiperazinyl, tetrahydropyrimidinylpiperazinylCr 4 -alkyl t 
piperidinylaminoCi-4-alkylamino, piperidinylaminoCi-4-aikylaminoC r4 -alkyl, (C r4 - 
alkylpiperidinylKhydroxyCi-A-alkyDaminoCr^alkylamino, (C r 4-alkylpiperidinyl)(hydroxyC r4 - 
alkyOaminoCi^-alkylaminoCrralkyl.pyridinylCr^alkyloxy.hydroxyCr^alkylamino, 
hydroxyCrralkylaminod-ralkyl, di(d-4-alkyl)aminod-4-alkylamino, 

aminothiadiazolyl.aminosulfonylpiperazinylCrralkyloxy, and thiophenylCi-4-alkylamino; 
the central moiety 

/-(C N H 2 ) n 
— Z~ 

is optionally bridged (i.e., forming a bicyclic moiety) with a methylene, ethylene or 
propylene bridge; 

each R 5 and R 6 can be placed on the nitrogen in replacement of the hydrogen; 
aryl in the above is phenyl, or phenyl substituted with one or more substituents each 

independently selected from halo, d-e-alkyl, d- 6 -alkyloxy, trifluoromethyl, cyano, and 

hydroxycarbonyl. 

[0099] In one embodiment of the compound according to paragraph [0098], one or more of the 
following apply: 

a) n is 1 or 2; 

b) tisO, lor 2; 

c) Z is nitrogen; 

d) R 12 is hydrogen, nitro, d- 5 -alkyloxy, trifluoromethyl, di(C r6 -alkyl) amino, hydroxyamino or 
naphtalenylsulfonylpyrazinyl; 

e) -L-is a direct bond or a bivalent radical selected from d-e-alkanediyl, carbonyl and 
aminocarbonyl; 

f) each R 13 is hydrogen; 

g) R 14 is hydrogen, hydroxyd-e-alkyl, aminocarbonyl, hydroxyaminocarbonyl or di(d-6-alkyl) 
aminod-e-alkyi; 
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h) the A ring is a radical selected from (a-1), (a-7), (a-9),(a-10), (a-12), (a-1 4), (a-19), (a~20), 
(a-21), (a-22), (a-23), (a-30), (a-34), (a-49) and (a-50); 

i) each s is independently 0, 1 , 2 or 5; 

j) each R 5 and R 6 are independently selected from hydrogen; halo; nitro; trihaloC r5 -alkyl; 
trihaloGi-6-alkyloxy; C r6 -alkyt; C r6 -alkyloxy; C r6 -alkylsulfonyl; (aryl)(C r6 -alkyl)amino; 
arylsulfonyl; aryloxy; arylC 2 -6-alkenediyl; di(Ci- 6 -alkyl)amino; thiophenyl; thiophenyl 
substituted with di(Cr6-alkyl)aminoCr 6 -alkyl(Cr6-alkyl)aminoCi-6-alkyl r di(Ci- 6 -alkyl)aminoC r 
s-alkyhCre-alkylpiperazinylCre-alkyl, hydroxyCre-alkylpiperazinylCre-alkyl, hydroxyC r6 - 
alkyloxyCre-alkylpiperazinylCre-alkyl, di(C r6 -alkyl)aminosulfonylpiperazinylCr6-a!kyl, C r6 - 
alkyloxypiperidinylCre-alkyl, morpholinylC r6 -alkyl, hydroxyCre-alkyKCre-alkyDaminoCre- 
alkyl, or di(hydroxyCi- 6 -alkyl)aminoCr 6 -alkyl; furanyl; oxazolyl; pyrrolyl; pyrazolyl; pyridinyl; 
pyridinyl substituted withCre-alkyloxy; quinolinyl; indolyl; phenyl; and phenyl substituted 
with one, two or three substituents independently selected from halo, amino, C r6 -alkyl, 
Cre-alkyloxy, hydroxyC r4 -a!kyl, trifluoromethyl, trifluoromethyloxy, di{Ci- 4 -alkyl)aminoC r4 - 
alkyloxy, di(C rr alkyl)amino f di{C r4 -alkyl)aminoCi-4-alkyl, dilCi-A-alkyDaminoCi^-alkyKCi^ 
alkyDamino, di{C r 4-alkyl)aminoCr4-alky!(Cr4-alkyl)aminoC r4 -alkyl, hydroxyC r4 - 
alkylpiperazinyld-4-alkyl, hydroxyC r4 -alkyloxyC r4 -alkylpiperazinylC r4 -alkyl, di (hydroxyC r4 - 
alkyl)aminoC r4 -alkyl, pyrrolidinylC r4 -alkyl, pyrrolidinylC r4 -alkyloxy, morpholinylC r4 - 
alkyloxy, morpholinylC r4 -alkyl, and Ci- 4 -alkylpiperazinylC r4 -alkyl, and 

k) the central moiety 
/-(CH 2 ) n 

~ N \ / Z ~ 

is optionally bridged (/.e., forming a bicyclic moiety) with a methylene bridge. 
[0100] In another embodiment of the compound according to paragraph [0098], one or more of 
the following apply: 

I) n is 1 or 2; 

m) tis0or2; 

n) Z is nitrogen; 

o) R 12 is hydrogen; 

p) -L-is a direct bond; 

q) each R 13 is hydrogen; 
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r) R 14 is hydrogen; 

s) the A ring is a radical selected from (a-1), (a-9), (a-19), (a-20), (a-21), (a-22), (a-23), (a-49) 

and (a-50); 
t) each s is independently 0, 1, 2 or 5; 

u) each R 5 and R 6 is independently selected from hydrogen; halo; trihaloC r6 -alkyl; trihalod- 6 - 
alkyloxy; C r6 -alkyl; C r6 -alkyloxy; arylC 2 -ralkenediyl; di(C r6 -alky)amino; thiophenyl; 
thiophenyl substituted with dircre-alkyDaminoCre-alkyKC-g-alkyDaminoC-e-alkyl, di(C r6 - 
alkyDaminoCre-alkyl, Cre-alkylpiperazinyld-s-alkyl, hydroxyCi- 6 -alkylpiperazinylC r5 -alkyl, 
hydroxyCre-alkyloxyCre-alkylpiperazinyld-e-alkyl, C r6 -alkyloxypiperidinylCi- 6 -alkyl, 
morpholinylCi-6-alkyl, hydroxyd-6-alkyl(dvalkyl)aminod-6-alkyl, or di(hydroxyd- 6 - 
alkyl)aminoC,- 6 -alkyl; furanyl; oxazolyl; pyrazolyl; pyridinyl; pyridinyl substituted with C r6 - 
alkyloxy; quinolinyl; indolyl; phenyl; and phenyl substituted with one, two or three 
substituents independently selected from halo, amino, d-e-alkyl, d-e-aikyloxy, hydroxyd- 
4-alkyl, trifluoromethyl, trifluoromethyloxy, di(Cr4-alkyl)aminoCi- 4 -alkyloxy, di(C r4 - 
alkyl)amino,di(Cr4-alkyl)aminoC rr alkyl, di(Cr4-alkyl)aminoCi V alkyl(Ci-4-alkyl)aminoCr 4 - 
alkyl, hydroxyd-^alkylpiperazinyld-ralkyUydroxyCi-ralkyloxyd^-alkylpiperazinyld^ 
alkyl, di(hydroxyC 1 - 4 -alkyl)aminoCi-4-alkyl,pyrrolidinylC 1 -4-alkylpyrrolidinylCi- 4 -alkyloxy, 
morphoiinylC r4 -alkyloxy, morpholinylC r4 -alkyl, C land - 4 -alkylpiperazinyld- 4 -alkyl, and 
v) the central moiety 
/-(CH 2 ) n 

~ N \__y z ~ 

is optionally bridged (i.e., forming a bicyclic moiety) with a methylene bridge. 
[0101] In another embodiment of the compound according to paragraph [0098], one or more of 
the following apply: 

w) nis 1; 

x) tisO; 

y) Z is nitrogen; 

z) R 12 is hydrogen; 

aa) -L-is a direct bond; 

bb) each R 13 is hydrogen; 

cc) R 14 is hydrogen; 
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dd) the A ring is a radical selected from (a-1) and (a-20); 
ee) each s is independently 0 or 1; 

ff) each R 5 and R 6 is independently selected from hydrogen; thiophenyl; thiophenyl 
substituted with di(C r6 -alkyl)aminoC r6 -alkyl or C r6 -alkylpiperazinylCi- 6 -alkyl; furanyl; 
phenyl; and phenyl substituted with one substituents independently selected from di(C r4 - 
alkyl)aminoCi-4-alkyloxy, di(Cr 4 -alkyl)amino f di(Ci- 4 -alkyl)aminoCr 4 -alkyl, di(C r4 - 
alkyl)aminoC r4 -alkyl(Cr 4 -alkyl)aminoCi- 4 -alkyl, pyrrolidinylC r4 -alkyl, pyrrolidinylC r4 -alkyloxy 
and Cr 4 -alkylpiperazinylCi- 4 -alkyl. 

[0102] In another embodiment of the compound according to paragraph [0098], L is a direct 

bond and/or R 12 is H. 

[0103] In another embodiment of the compound according to paragraph [0098], one or more of 
the following apply: 

a) tisO; 

b) R 12 is hydrogen, halo, hydroxy, amino, nitro, Cre-alkyl, C r6 -alkyloxy, trifluoromethyl or 

di(C r6 -alkyl)amino; 

c) -L-is a direct bond or a bivalent radical selected from Cre-alkanediyl, amino, and carbonyl; 

d) R 14 is hydrogen, hydroxy, amino, hydroxyCi-e-alkyl, C r6 -alkyl, C r6 -alkyloxy, aryiC r6 -alkyl, 

aminocarbonyl, aminoC r6 -alkyl, C r6 -alkylaminoCr 6 -alkyl or di(Cr 6 -alkyl)aminoCr 6 -alkyl; 

e) the A ring is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), (a-10), 

(a-11), (a-12), (a-13), (a-14), (a-1 5), (a-16), (a-17), (a-18), (a-19), (a-20), (a-21), (a-22), 
(a-23), (a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), (a-33), (a-34), (a-35), 
(a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a42), (a-44), (a-45), (a46), (a47), (a-48) 
and (a-51); 

f) each s is independently 0, 1, 2, 3 or 4; 

g) R 5 is hydrogen; halo; hydroxy; amino; nitro; trihaloCr 6 -alkyl; trihaloC r6 -alkyloxy; Ci-e-alkyl; 

d-6-alkyloxy; C r6 -alkylcarbonyl; C r6 -alkyloxycarbonyl; C r6 -alkylsulfonyl; hydroxyC r6 - 
alkyl; aryloxy; di(C r6 -alkyl)amino; cyano; thiophenyl; furanyl; furanyl substituted with 
hydroxyCre-alkyl; benzofuranyl; imidazolyl; oxazolyl; oxazolyl substituted with aryl and 
Cre-alkyl; Cre-alkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; Cr6- 
alkylmorpholinyl; piperazinyl; C r6 -alkylpiperazinyl; hydroxyC r6 -alkylpiperazinyl; C r6 - 
alkyloxypiperidinyl; pyrazoly; pyrazolyl substituted with one or two substituents 
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selected from C r6 -alky and trihaloC r6 -alkyl; pyridinyl; pyridinyl substituted with d-g- 
alkyloxy, aryloxy or aryl; pyrimidinyl; quinolinyl; indole; phenyl; or phenyl substituted 
with one or two substituents independently selected from halo, C r6 -alkyl, C r6 - 
alkyloxy, or trifluoromethyl; 

h) R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloC r6 -alkyl; trihaloC r6 -alkyloxy; C r6 -alkyl; 

Ci- 6 -alkyloxy; C r6 -alkylcarbonyl; C r6 -alkyloxycarbonyl; C r6 -alkylsulfonyl; hydroxyC r6 - 
alkyl; aryloxy; di(C r ralkyl)amino; cyano; pyridinyl; phenyl; or phenyl substituted with 
one or two substituents independently selected from halo, C r6 -alkyl, Cps-alkyloxy, and 
trifluoromethyl, and 

i) the central moiety 
^-(CH 2 ) n 

— Z— 

is optionally bridged (i.e., forming a bicyclic moiety) with an ethylene bridge. 
[0104] In another embodiment of the compound according to paragraph [0098], one or more of 
the following apply: 

a) R 12 is hydrogen, halo, hydroxy, amino, nitro, C r6 -alkyl, C r6 -alkyloxy, trifluoromethyl, 

hydroxyamino or naphthalenylsulfonylpyrazinyl; 

b) R 14 is hydrogen, hydroxy, amino, hydroxyC r6 -alkyl, C r6 -alkyloxy, arylC r <ralkyl, 

aminocarbonyl, hydroxycarbonyl, aminod-g-alkyl, aminocrbonylCi- 6 -alkyl, 
hydroxycarbonylCi- 6 -alkyl, hydroxyaminocarbonyl, Ci- 6 -alkyloxycarbonyl, C r6 - 
alkylaminoCi-6-aikyl or dKd-e-alkyUaminoCnralkyl; 

c) the A ring is a radical selected from (a-1), (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), (a- 

10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), (a-21), (a- 
22), (a-23), (a-24), (a-25), (a-26), (a-27), (a-28), (a-29), (a-30), (a-31), (a-32), (a-33), (a- 
34), (a-35), (a-36), (a-37), (a-38), (a-39), (a40), (a41), (a42), (a43) and (a44); 

d) each R 5 and R 6 are independently selected from hydrogen; halo; hydroxy; amino; nitro; 

trihaloCi-e-alkyl; trihaloC r5 -alkyloxy; C lir alkyl; Ci-s-alkyloxy; C r6 -alkyloxyCi- 6 -alkyloxy; 
C r6 -alkylcarbonyl; C r5 -alkylsulfony!; cyanoC r6 -alkyl; hydroxyC r6 -alkyl; hydroxyC r6 - 
alkyloxy; hydroxyC r6 -alkylamino; aminod-e-alkyloxy; di(C r6 -alkyl)aminocarbonyl; 
di(hydroxyC r6 -alkyl)amino; di(C r6 -alkyl)aminoCi-ralkyloxy; di(C r6 -alkyl)aminoCi- r 
alkylamino; arylsulfonyl; arylsulfonylamino; aryloxy; arylC 2 - 6 -alkenediyl; di(C r6 - 



45 



WO 2005/030705 



PCT/US2004/031591 



alkyDamino; cyano; thiophenyl; thiophenyl substituted with di(Cr6-alkyl)aminoC r6 - 
alkyl(Cr6-alkyl)aminoCi-6-alkyl r di(C r6 -a[kyl)aminoCr 6 -alkyl t C r6 -alkylpiperazinylC r6 -alkyl 
or di(hydroxyCr6-alkyl)aminoCi-6-alkyl; furanyl;imidazolyl; C rs -alkyItriazolyl; tetrazoiyl; 
piperidinylCre-alkyloxy; morpholinyl; C r6 -alkylmorphoiinyl; morpholinylC r6 -alkyloxy; 
morpholinylC r6 -alkyl; Cr 6 -alkylpiperazinyIC r6 -alkyloxy; Cr 6 -a)kylpiperazinylCr 6 -alkyl; 
Cre-alkylpiperazinylsulfonyl; aminosulfonylpiperazinylC r6 -alkyloxy; 
aminosulfonylpiperazinyl; aminosulfonylpiperazinylC r6 -alkyl; di(C r6 - 
alkyi)aminosulfonylpiperazinyl;di(Civalkyl)aminosulfonylpiperazinylCr6-alkyl; 
hydroxyCre-alkylpiperazinyl; hydroxyC r6 -aikylpiperazinylCr6-alkyl; C r6 - 
alkyloxypiperidinyl; C r6 -alkyloxypiperidinylC r6 -alkyl; hydroxyCr 6 -alkyloxyCr 6 - 
alkylpiperazinyl; hydroxyCr 6 -alkyloxyCr6-aIkylpiperazinylCi- 6 -alkyl; (hydroxyC r6 - 
alkyl)(C r6 -alkyl)amino; (hydroxyC r6 -a!kyl)(Cr6-alkyl)aminoC r6 -alkyl; pyrrolidinylC r5 - 
alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl substituted with two substituents selected 
from Ci-6-alky) or trihaloCre-alkyl; pyridinyl; pyridinyl substituted with C r6 -aIkyloxy or 
aryl; pyrimidinyl; quinolinyl; phenyl; and phenyl substituted with one, two or three 
substituents independently selected from halo, amino, C r6 -alkyl y C r6 -alkyloxy, 
hydroxyCi-4-alkyl, trifluoromethyl, trifluoromethyloxy, hydroxyC r4 -alkoxy, C r *- 
alkyloxyCi-4-alkoxy, aminoC r 4-alkyloxy, di(C r4 -alkyl)aminoCr4-alkyloxy, di(C r4 - 
alkyDamino, piperidinylCWalkyloxy, pyrrolidinylC r4 -alkyloxy, aminosulfonylpiperazinyl, 
aminosulfonylpiperazinylCi-4-alkyl, di(Cr 4 -alkyl)aminosulfonylpiperazinyl f di(C r4 - 
alkyDaminosulfonylpiperazinylCi-4-alkyl, hydroxyC r4 -alkylpiperazinyl, hydroxyC r4 - 
alkylpiperazinylCi- 4 -alkyl, C r4 -alkyloxypiperidinyl, Ci-4-alkoxypiperidinylCi-4-alkyl, 
hydroxyC r 4-alkyloxyCr 4 -alkylpiperazinyl, hyroxyCr 4 -alkoxyCr4-alkylpiperazinylCr 4 -alkyl, 
hydroxyCr4-alkyl)(C r4 -alkyl)amino, (hydroxyCi-4-alkyl)(C r 4-alkyl)aminoCi-4-alkyl, 
pyrrolidinylCi-4-alkoxy, morpholinylCWalkyloxy, morphol inylC 1-4-alkyl , C1-4- 
alkylpiperazinylCi- 4 -alkoxy, Cr4-alkylpiperazinylC r4 -alkyl, hydroxyCri-alkylamino, 
di(hydroxyCr4-alkyl)amino, di{C r 4-alkyl)aminoCi- 4 -alkylamino, aminothiadiazolyl, 
aminosulfonylpiperazinylC r 4-alkyloxy, and thiophenylCi-4-alkylamino. 
[0105] In another embodiment of the compound according to paragraph [0098], 

R 12 is hydrogen, halo, hydroxy, amino, nitro, Ci- 6 -alkyl, C r6 -alkoxy, trifluoromethyl, 
hydroxyamino or naphtalenylsulfonylpyrazinyl; 
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R 14 is hydrogen, hydroxy, amino, hyroxyC r6 -alkyl, C,- 6 -alkyloxy, arylC r6 -alkyl, aminocarbonyl, 
hydroxycarbonyl, aminoC r6 -alkyl, aminocarbonyld-e-alkyl, hydroxycarbonylC r6 -alkyl, 
hydroxyaminocarbonyl, d-e-alkyloxycarbonyl, d-e-alkylaminod-s-alkyl ordi(C,- 6 - 
alkyl)aminoC r6 -alkyl; 

the A ring is a radical selected from (a-1), (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), (a- 
10), (a ll), (a-12), (a-13), (a-14), (a-15), (a-16), (a-1 7), (a-18), (a-19), (a-20), (a-21), (a-22), 
(a-23), (a-24), (a-25), (a-26), (a-27), (a-28), (a-29), (a-30), (a-31), (a-32), (a-33), (a-34), (a- 
35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42)(a-43) and (a44); and 

each R 5 and R 6 is independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloC r6 -alkyl; trihalod-e-alkyloxy; C r6 -alkyl; C r6 -alkoxy; C r6 -alkyloxyC r6 -alkoxy; C r6 - 
alkylcarbonyl; d-e-alkylsulfonyl; cyanod-ralkyl; hydroxyd-e-alkyl; hydroxyd-e-alkyloxy; 
hydroxyC-s-alkylamino; aminod-e-alkyloxy; di(C r6 -alkyl)aminocarbonyl; di(hydroxyC r6 - 
alkyDamino; di(d- 6 -alkyl)aminod-ralkyloxy; di(d- 6 -alkyl)aminod-6-alkylamino; arylsulfonyl; 
arylsulfonylamino; aryloxy; arylC r6 -alkenediyl; di(d- 6 -alkyl)amino; cyano; thiophenyl; 
thiophenyl substituted with ditd-e-alkyDaminod-B-alkyKd-s-alkyDaminod-e-alkyl, di(d-e- 
alkyl)aminoC r6 -alkyl, d-e-alkylpiperazinyld-e-alkyl or di(hydroxyd-6-alkyl)aminod-iralkyl; 
furanyl; imidazolyl; d-e-alkyltriazolyl; tetrazolyl; piperidinylC r6 -alkyloxy; morpholinyl; C r6 - 
alkylmorpholinyl; morpholinyld- 6 -alkyloxy; morpholinyld-e-alkyl; C,- 6 -alkylpiperazinylC r6 - 
alkyloxy;Ci-6-alkylpiperazinylCi- 6 -alkyl; d-e-alkylpiperazinylsulfonyl; 
aminosulfonylpiperazinylCi-e-alkyloxy; aminosulfonylpiperazinyl; 
aminosulfonylpiperazinylCi-s-alkyl; di(d-6-alkyl)aminosulfonylpiperazinyl; di(d- 6 - 
alkyl)aminosulfonylpiperazinylCi-6-alkyl;hydroxyCi- 6 -alkylpiperazinyl;hydroxyCi- 6 - 
alkylpiperazinylCi-s-alkyl; C r6 -alkoxypiperidinyl; Ci-6-alkyloxypiperidinylC r6 -alkyl; hydroxyd- 
6-alkoxyd-6-alkylpiperazinyl;hydroxyCi- 6 -alkyloxyCi- 6 -alkylpiperazinylCr6-alkyl; (hydroxyC r 
6-alkyl)(d-6-alkyl)amino; (hydroxyd-g-alkylXd-g-alkyDaminoCi-s-alkyl; pyrrolidinyld-s-alkoxy; 
pyrazolyl; thiopyrazolyl; pyrazolyl substituted with two substituents selected from C r6 - 
alkyl and trihalod- 6 -alkyl; pyridinyl; pyridinyl substituted with d- 6 -alkoxy or aryl; 
pyrimidinyl; quinolinyl; phenyl; and phenyl substituted with one, two or three substituents 
independently selected from halo, amino, C r6 -alkyl, d- 6 -alkoxy, hydroxyC re -alkyl, 
trifluoromethyl, trifluoromethyloxy, hydroxylC r6 -alkoxyd- 6 -alkyloxy, aminod- 4 -alkyloxy, 
di(d-4-alkyl)aminod- 4 -alkoxy, di(Cr 4 -alkyl)amino, piperidinyld- 4 -alkoxy, pyrrolidinylC r4 - 
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alkyloxy, aminosulfonylpiperazinyl, aminosulfonylpiperazinylC r4 -alkyl, di(C r4 - 
alkyDaminosulfonylpiperazinyl, di(Ci-4-alkyl)aminosulfonylpiperazinylC r4 -alkyl f hydroxyC r4 - 
alkylpiperazinyl, hydroxyCr 4 -alkylpiperazinyiC r4 -alkyl, Ci- 4 -alkyloxypiperidinyl, C r4 - 
alkyloxypiperidinyiCr 4 -alkyl, hydroxyC r4 -alkyloxyC r 4-alkylpiperazinyl, hydroxyC r4 -alkoxyC r 
4 -alkylpiperazinylC r4 -alkyl, (hydroxyCr 4 -alkyl)(Cr 4 -alkyl)amino f (hydroxyCi-4-alkyl}(C K 4- 
alkyl)aminoC r4 -alkyl, pyrrolidinylC r4 -alkoxy, morpholinylC r4 ~alkyloxy, morpholinylC r4 -alkyl, 
Cr 4 -alkyipiperazinylC r4 -alkoxy r C r4 -alkylpiperazinylC r4 -alkyl, hydroxyC r4 -alkylamino, 
di(hydroxyC r4 -alkyl)amino, di(C r ralkyl}aminoC r4 -alkyiamino f aminothiadiazolyl, 
aminosulfonylpiperazinylC r4 -alkyloxy, and thiophenylC r4 -alkylamino. 
[0106] In another embodiment of the compound according to paragraph [0098], 
t is 0; 

R 12 is hydrogen, halo, hydroxy, amino, nitro, d-e-alkyl, C r6 -alkoxy, trifluoromethyl or di(C r6 - 
alkyDamino; 

-L- is a direct bond or a bivalent radical selected from C r6 -alkanediyl, amino and carbonyl; 

R 14 is hydrogen, hydroxy, amino, hydroxyC r6 -alkyl, C r6 -alkyl, C r5 -alkoxy, arylC r6 -alkyl, 
aminocarbonyl, aminoC r6 -alkyl, C r6 -alkylaminoCr6-alkyI or di(CI-6alkyl)aminoC r6 -alkyl; 

the A ring is a radical selected from (a-1), (a-3), (a4), (a-5), (a-6), (a-7), (a-8), (a-9), (a-10), (a- 
11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), (a-21), (a-22), (a-23), 
(a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), (a-33), (a-34), (a-35), (a-36), (a- 
37), (a-38), (a-39), (a40), (a41), (a-42), (a44), (a45), (a-46), (a47), (a48) and (a-51); 

each s is independently 0, 1, 2, 3 or 4; 

R 5 is hydrogen; halo; hydroxy; amino; nitro; trihaloCnralkyl; trihaloCre-alkyloxy; Cre-alkyl; C r 
e-alkyloxy; (Walkyicarbonyl; C r6 -alkyloxycarbonyl; C r6 -alkylsulfonyl; hydroxyCnralkyl; 
aryloxy; di(C r6 -alkyl)amino; cyano; thiophenyl; furanyl; furanyl substituted with hydroxyd- 
e-alkyl; benzofuranyl; imidazolyl; oxazolyl; oxazolyl substituted with aryl and C r6 -alkyl; Cr 6 - 
alkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; C r6 -alkylmorpholinyI; 
piperazinyl; C i- 6 -a Ikylpi p era ziny I ; hydroxyC r6 -alkylpiperazinyl; C r6 -aIkyloxypiperidinyl; 
pyrazoly; pyrazolyl substituted with one or two substituents selected from Cre-alkyl and 
trihaloCre-alkyl; pyridinyl; pyridinyl substituted with C r6 -alkyloxy ( aryloxy or aryl; 
pyrimidinyl; quinolinyl; indole; phenyl; and phenyl substituted with one or two substituents 
independently selected from halo, Cre-alkyl, C r6 -alkyloxy and trifluoromethyl; 
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R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloCWalkyl; trihaloC r6 -alkyloxy; C r6 -alkyl; C r 
e-alkyloxy; d-e-alkylcarbonyl; C r6 -alkyloxycarbonyl; d-6-alkylsulfonyl; hydroxyd-e-alkyl; 
aryloxy; di(d-6-alkyl)amino; cyano; pyridinyl; phenyl; or phenyl substituted with one or two 
substituents independently selected from halo, C r6 -alkyl, C r6 -alkyloxy and tirfluoromethyl; 
and 

the central moiety 

^(CH 2 ) n 
— Z~ 

is optionally bridged [i.e., forming a bicyclic moiety) with an ethylene bridge. 
[0107] In another embodiment of the compound according to paragraph [0098], 
n is 1 or 2; 
t is 0, 1 or 2; 
Z is nitrogen; 

R 12 is hydrogen, nitro, d-s-alkyloxy, trifluoromethyl, di(d-^alkyl)amino, hydroxyamino or 

naphtalenylsulfonylpyrazinyl; 
-L-is a direct bond or a bivalent radical selected from C r6 -alkanediyl, carbonyl and 

aminocarbonyl; 
each R 13 represents a hydrogen atom; 

R 14 is hydrogen, hydroxyC rfr alkyl, aminocarbonyl, hydroxyaminocarbonyl or di(d- 6 - 
alkyl)aminoC r6 -alkyl; 

the A ring is a radical selected from (a-1), (a-7), (a-9), (a-10), (a-12), (a-14), (a-19), (a-20), (a- 

21), (a-22), (a-23), (a-30), (a-34), (a-49) and (a-50); 
each s is independently 0, 1, 2 or 5; 

each R 5 and R 6 is independently selected from hydrogen; halo; nitro; trihalod-e-alkyl; 
trihaloC r6 -alkyloxy; d- 6 -alkyl; d-5-alkyloxy; d-e-alkylsulfonyl; (aryl)(d- 6 -alkyl)amino; 
arylsulfonyl; aryloxy; arylCre-alkenediyl; di(C r6 -alky)amino; thiophenyl; thiophenyl 
substituted with difd-e-alkyDaminod-e-alkyKd-e-alkyDaminod-^alkyl, ^(d-s-alkyDaminod- 
e-alkyl, Cre-alkylpiperazinylCre-alkyl, hydroxyd-g-alkylpiperazinylCi-e-alkyl, hydroxylC r6 - 
alkyloxydvalkylpiperazinylC r6 -alkyl, ditd-s-alkyDaminosulfonylpiperazinyld-s-alkyl, C r6 - 
alkyloxypiperidinylC r6 -alkyl, morpholinyld-e-alkyl, hydroxyd-e-alkyKd-e-alkyDaminod-e- 
alkyl, or difhydroxyd-e-alkyDaminod-e-alkyl; furanyl; oxazolyl; pyrrolyl; pyrazolyl; pyridinyl; 
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pyridinyl substituted withC r6 -alkyloxy; quinolinyl; indolyl; phenyl; and phenyl substituted 
with one, two or three substituents independently selected from halo, amino, Cre-alkyl, 
C r6 -alkoxy, hydroxyC r4 -alkyl, trifluoromethyl, trifluoromethyloxy, di(C r4 -alkyl)aminoC r4 - 
alkyloxy, di(Cl 4alkyl)amino, di(C r4 -a!kyl)aminoCr4-alkyl, di(C r4 -alkyl)aminoC r4 -alkyl(Cr 4 - 
alkyDamino, di(C r 4-alkyl)aminoC r4 -alkyl(Cr 4 -alkyl)aminoCi- 4 -alkyl, 
hydroxy!4alkylpiperazinylC r4 -alkyl, hydroxyC r4 -aikyloxyC r4 -alkylpiperazinylC r4 -alkyl, 
di(hydroxyC r4 -alkyl)aminoC r4 -alkyl, pyrrolidinylC r4 -alkyl, pyrrolidinylC r4 -alkoxy, 
morpholinylC r4 -alkyloxy, and morphoIinylC r4 -alkyl, and C r4 -alylpiperazinylCi- 4 -alkyl, and 
the central moiety 

/-(CH 2 )n 

— Z— 

is optionally bridged (i.e., forming a bicyclic moiety) with a methylene bridge. 
[0108] In another embodiment of the compound according to paragraph [0098], 
n is 1 or 2; 
t is 0 or 2; 
Z is nitrogen; 
R 12 is hydrogen; 
-L-is a direct bond; 
each R 13 is hydrogen; 
R 14 is hydrogen; 

the A ring is a radical selected from (a-1), (a-9), (a-19), (a-20), (a-21), (a-22), (a-23), (a49) and 
(a-50); 

each s is independently 0, 1 , 2 or 5; 

each R 5 and R 6 is independently selected from hydrogen; halo; trihaloC r6 -alkyl; trihaloCur 
alkyloxy; C r6 *alkyl; C r6 -alkyloxy; arylC 2 -6-alkenediyl; di(C r6 -alky)amino; thiophenyl; 
thiophenyl substituted with di(Cr6-alkyl)aminoC r6 -alkyl(Cr6-alkyl)aminoCr6-alkyl di(Ci-6- 
alkyDaminoCre-alkyl, Cr 6 -alkylpiperazinylCr 6 -alkyl, hydroxyC r6 -alkylpiperazinylCr 6 -alkyl, 
hydroxyCi-6-alkyloxyCr6-alkylpiperazinylCr6-alkyl, Ci- 6 -alkyloxypiperidinylCr6-alkyl, 
morpholinylCre-alkyl, hydroxyCr 6 -alkyl(Cr 6 -alkyl)aminoCi-B-alkyl, or di(hydroxyCn>- 
alkyDaminoCre-alkyl; furanyl; oxazolyl; pyrazolyl; pyridinyl; pyridinyl substituted with C r6 - 
alkyloxy; quinolinyl; indolyl; phenyl; and phenyl substituted with one, two or three 
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substituents independently selected from halo, amino, C r6 -alkyi, Ci-e-alkyloxy, hydroxyd- 
4-aikyl, trifluoromethyl, trifluoromethyloxy, di(Cr 4 -alkyl)aminoCi- 4 -alkyloxy, di(C r4 - 
alkyDamino, di(Cr 4 -alkyl)aminoC r4 -alkyl, di(C r 4-alkyl)aminoCr4-alkyl(Cr4-alkyl)aminoCr 4 - 
alkyl r hydroxyCi-4-alkylpiperazinylC r4 -alkyl, hyroxyC r4 -alkyloxyC r 4-aK<ylpiperazinylC r 4-alkyl f 
di(hydroxyCr4-alkyl)aminoC r4 -alkyl, pyrrolidinylCr 4 -alkyl, pyrrolidinylCr 4 -alkyloxy, 
morpholinylCi-4-alkyloxy, morpholinylC r4 -alkyl, and Ci- 4 -aikylpiperazinylCi-4-alkyl F and 
the central moiety 

/-(CH 2 ) n 
— Z— 

is optionally bridged (i.e., forming a bicyclic moiety) with a methylene bridge. 
[0109] In another embodiment of the compound according to paragraph [0098], 
nisi; 
tis 0; 

Z is nitrogen; 
R 12 is hydrogen; 
-L-is a direct bond; 
each R 13 is hydrogen; 
R 14 is hydrogen; 

the A ring is radical selected from (a-1) and (a-20); 
each s is independently 0 or 1; 

each R 5 and R 6 is independently selected from hydrogen; thiophenyl; thiophenyl substituted 
with di(Ci-6-alkyl)aminoC r6 -alkyl, or Ci- 5 -alkylpiperazinylCr 6 -alkyl; furanyl; phenyl; and 
phenyl substituted with one substituents independently selected from di(C r4 - 
alkyl)aminoCi-4-alkyloxy, di(C r4 -alkyl)amino, di(C r 4-alkyl)aminoC r 4-alkyl, di(Cr4" 
alkyl)aminoCi-4-alkyl(Cr4-alkyl)aminoCr 4 -alkyl, pyrrolidinylC r4 -alkyl, pyrroIidinylC r4 -alkyloxy 
and C r4 -alkylpiperazinylCr 4 -alkyL 
[0110] In the compounds of paragraphs [0098] - [0109], R\ R 2 , R 3 , and R 4 are preferably as 
defined in paragraphs [0048] and [0049], In other embodiments of the compounds of paragraphs 
[0098] - [0109], R\ R 2 , R 3 , and R 4 are all H. Other preferred embodiments of the compounds of 
paragraph [0098] - [0109] include the compounds of pages 21 and 22 and Table F-l of WO 
03/076422 in which the terminal hydroxamic acid moiety (HO-NH-C(O)- ) is replaced with 
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R 1 

R 2 >^v H flj 
R b 

wherein 0>, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with paragraph [0046], and preferably 
[0048] and [0049]. 

[0111] In paragraphs [0098] - [0110] the definitions in paragraphs [0112] - [01 14] supplement 
the definitions in paragraphs [0020] - [0042]. To the extent there are any inconsistencies between 
the definitions in paragraphs [0020] - [0042] and in paragraphs [0112] - [0114], the definitions in 
paragraphs [0112] - [01 14] take precedence for the compounds of paragraphs [0098] - [0110] 
only. 

[0112] Halo is generic to fluoro, chloro, brorno and iodo; C r4 -aikyl defines straight and branched 
chain saturated hydrocarbon radicals having from 1 to 4 carbon atoms such as, e.g., methyl, ethyl, 
propyl, butyl, 1-methylethyl, 2-methylpropyl and the like; C r6 -alky includes C r4 -alkyl and the higher 
homologues thereof having 5 to 6 carbon atoms such as, for example, pentyl, 2-methylbutyl, hexyl, 
2-methylpentyl and the like; C r6 -alkanediyl defines bivalent straight and branched chained saturated 
hydrocarbon radicals having from 1 to 6 carbon atoms such as, for example, methylene, 1,2- 
ethanediyl, 1,3-propanediyl 1,4-butanediyl, 1,5-pentanediyl, 1 ,6-hexanediyl and the branched isomers 
thereof such as, 2- methylpentanediyl, 3-methyIpentanediyi, 2,2-dimethylbutanediyl, 2,3- 
dimethylbutanediyl and the like; trihaloCre-aikyl defines (Walkyl containing three identical or different 
halo substituents for example trifluoromethyl; C 2 - 6 -alkenediyl defines bivalent straight and branched 
chain hydrocarbon radicals containing one double bond and having from 2 to 6 carbon atoms such 
as, for example, ethenediyl, 2-propenediyl, 3-butenediyl, 2-pentenediyl, 3-pentenediyl, 3-methyl-2- 
butenediyl, and the like; aryl defines phenyl, and phenyl substituted with one or more substituents 
each independently selected from halo, C r6 -alkyl, C r6 -alkyioxy or trifluoromethyl, cyano, 
hydroxycarbonyl; aminoaryl defines aryl substituted with amino; C 3 -io-cycloalkyl includes cyclic 
hydrocarbon groups having from 3 to 10 carbons, such as cyclopropyl, cyclobutyl, cyclopentyl, 
cyclopentenyl, cyclohexyl, cyclohexenyl, cycloheptyl, cyclooctyl and the like. 
[0113] The term "another Zn-chelating group" refers to a group which is capable of interacting 
with a Zn 2+ -ion, which can be present at an enzymatic binding site. 



52 



WO 2005/030705 



PCT/US2004/031591 



[01 14] The N-oxide forms of the compounds of paragraph [0098] comprise those compounds 
wherein one or several nitrogen atoms are oxidized to the so-called N-oxide, particularly those N- 
oxides wherein one or more of the piperidine-, piperazine or pyridazinyl-nitrogens are N-oxidized. 
[0115] In another embodiment, the invention comprises compounds of the following structural 
formula (5): 




Z— R 



13 



(5) 



or a pharmaceutical^ acceptable salt thereof, wherein 
<D is -NH 2 or -OH; 

R 1 is H or as defined in paragraph [0046]; 
R 2 , R 3 , and R 4 are as defined in paragraph [0046]; 
n is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 

rv- — cC — C K — CH^ 

Q is nitrogen or , \ , or \ ; 

X is nitrogen or ^ ; 

— CZT 

Y is nitrogen or ^ ; 

Off 

Z is nitrogen or ^ \ 

R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, heterocyclyl, 
Cs-Cs-cycloalkyl, heteroaryl, Ci-C r akyl, haloalkyl, C r C r alkenyl, Ci-C 7 -alkynyl, Ci-C r acyl, C1-C7- 
alkyl-aryloxy, C r C 7 -alkyl-arylsulfanyl, Cj-CT-alkyl-arylsulfinyl, Ci-C7-alkyl-arylsulfonyl, Ci-Cr-alkyl- 
arylaminosulfonyl, Ci-C7-alkyl-arylamine, Ci-C r alkynyl-C{0)-amine, C r C r alkenyl-C(0)-amine, C r C r 
alkynyl-R 9 , C r C r alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, C r C r alkyl or C r C r alkoxy; 
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is hydrogen, halo, hydroxy, amino, nitro, Chalky], Ci.ealkyloxy, trifluoromethyl, 
di(Ci.6alkyl)amino, hydroxyamino or naphtalenylsulfonylpyrazinyJ; 

is hydrogen, Chalky], arylC 2 .tsalkenediyi, furanyicarbonyl, naphtalenylcarbonyl, 
-C(0)phenylR 9 , C^alkylann'nocarbonyl, aminosutfonyl, arylaminosulfonyl, 
aminosulfonylamino, di(Ci.6alkyi)aminosulfonylamino, arylaminosulfonylaniino, 
aminosulfonylaminoCi. 6 a1kyl > di(C ) .6alkyl)aminosu]fony]aminoCi.6a]kyl, 
arylaTninosu]fonyIaminoC ) . 6 aJkyl,di(Ci.6alkyI)aminoCi.6alky] 5 
Ci-i2alkylsulfonyl,di(C,.(;alkyI)aminosu]fonyl,trihaloCi.6a]Jtylsulfonyl, 
di(aryl)C,. 6 alky]carbonyl, thiophenylCi^alkykarbonyl, pyridinykarbonyl or 
arylCi_ 6 aJkyJcarbonyl 
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wherein each R is independently selected from phenyl; phenyl substituted with 
one, two or three substituents independently selected from halo, amino, C^alkyl, 
Ci. 6 alkyloxy, hydroxyCi. 4 alkyl, hydroxyCi. 4 alkyloxy, aminoC M alkyloxy, 
di(Ci^alkyl)arninoCj.4alkyIoxy,di(Cj. 6 allcyl)aminoCi.6alkyl, 
di(Ci.6alkyl)aminoCi. 6 alkyI(Ci.6alkyl)aminoCi.6alkyl, 
hydroxyCi^alkylpiperazinylCi, 4 alkyI, Ci^alkyloxypiperidinylCi^alkyl, 
hydn>xyCiwj.alkyloxyCi.4alkyipiperazinyl, Ci^alkylpiperazinylCi^alkyl, 
diChydroxyCMalkyOaminoC! ^alkyl, pyrrolidinylCi ^alkyloxy, 
morpholinylCi^alkyloxy, ormoipholinylCj.4alkyl; thiophenyl; or thiophenyl 
substituted with di(Ci^alkyl)aminoCi^alkyloxy, di(Ct.6alkyl)aminoCi. 6 alkyl, 
di(Cj-5alkyl)annnoC]. 6 alky!{Ci.6alkyl)aminoCi.6alkyl ) pyrrolidinylCj^alkyloxy ) 
CMalkylpiperazinyiCi^alkyl, di(hydroxyC|.4alkyl)aminoCi.4alkyl or 
morpholinylCi^alkyloxy. 

R 14 is hydrogen, hydroxy, amino, hydroxyC]_ 6 alkyl, C^alkyl, C].<;alkyloxy, 
arylCi. 6 alkyl, aminocarbonyl, hydroxycarbonyl, aminoCi^alkyl, 
aminocarbonylCi-ealkyl, hydroxycarbonylCi^alkyl, hydroxyaminocarbonyl, 
Ci. 6 alkyloxycarbonyl, Cj.ealkyiaminoCi.calkyl or di(Ci. 6 alkyl)aminoCi- 6 alkyl^ 
when R 13 & R 14 are present on the same carbon atom, R 13 & R 14 together may form a 
bivalent radical of formula 
-C(O)-NH-CH 2 -NR ,0 » (a-1) 
wherein R l0 is hydrogen or aryl; 
when R l3 &R 14 are present on adjacent carbon atoms, R l3 &R 14 together may form a 
bivalent radical of formula 
-CH-CH=CH-CH= (b-1); 

aryl in the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, Ci^alkyl, Ci^alkyloxy, trifluoromethyl, cyano or 
hydroxycarbonyl. 

[0116] In some embodiments of the compound according to paragraph [01 1 5], one or more of 
the following restrictions apply: 
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nisOorl; 



Qis 



CR' 



CH. 




\ , or 



is hydrogen or nitro; 



R 13 is C^alkyl, arylC^alkenediyl, furanylcarbonyl, naphtalenyicarbonyl, 
Ci^alkylaminocarbonyl, aminosulfony], 
di(Ci.6alky])aminosulfonylaminoCi.6alkyl, 

di(Ci^alkyI)aminoCi.6a]kyl,Ci.nalky]sulfonyl, di(Ci.6alkyl)armnosulfony], 
trihaloC^alkylsulfonyl, diCarj^C^alkylcarbonyl/thiophenylCj^alkylcarbonyl, 
pyridinylcarbonyl or arylCiHsalkylcarbonyl; 
R 14 is hydrogen; 

when R 13 &R 14 are present on the same carbon atom R 13 &R 14 together may form a 
bivalent radical of formula (a-I) wherein R J0 is aryl; 

when R 13 &R 14 are present on adjacent carbon atoms R 13 &R 14 together may form a 
bivalent radical of formula (b-1). 

[0117] In another embodiment of the compound according to paragraph [0115], , one or more 
of the following restrictions apply:: 

nisi; ^ / 



Z is nitrogen; 
R 12 is hydrogen; 

R 13 is naphtalenyicarbonyl, C M 2alkylsuIfonyI or di{ary])Ci.6alkyJcarbonyl; 
R 14 is hydrogen. 

[0118] In another embodiment of the compound according to paragraph [0115], R 12 is H. 
[0119] In another embodiment of the compound according to paragraph [0115]: 



Qis 



CR 
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R 12 is hydrogen, halo, hydroxy, amino, nitro, Ci^alkyl, C^alkyloxy; trifluoromethyl 
or di(Ci.6alkyl)amino; 

R 13 is hydrogen, C,. 6 alkyl, ary]Q>. 6 alkenediyl, furanylcarbonyl, naphtalenylcarbonyl, 
-C(0)phenylR 9 , Ci.<;alkylaminocarbonyl, aminosulfonyl, arylaminosulfony], 
aminosulfonylamino, diCC^alkyOaminosulfonylamino, 
di(Ci-6alkyl)aminoCi^alkyl, C,_ J2 alkylsuIfonyl, <3i(Ci^alky])aminosuIfonyI or 
pyridinylcarbonyl wherein each R 9 is independently selected from phenyl; phenyl 
substituted with one, two or three substituents independently selected from halo, 
Ci. 6 alkyl, Ci-ealkyloxy; or tbiophenyl; 

R 14 is hydrogen, hydroxy, amino, hydroxyCi. 6 alkyl, Ci^alkyl, Ci_ 6 alkyloxy, 
arylCi. 6 alkyl, aminocarbonyl, aminoC^alkyl, C|. 6 alkylaminoC 1 . 6 alkyl or 
di(C|^alky!)aminoCj.6alkyl. 

[0120] In some embodiments of the compound according to paragraph [01 15], 

R 12 is hydrogen, halo, hydroxy, amino, nitro, Chalky], Ci^alkyloxy, trifluoromethyl or 
di(Ci.6alkyl)amino; 

R 13 is hydrogen, Chalky], ary!C2^alkenediyl, furanylcarbonyl, naphtalenylcarbonyl, 
-C(0)phenylR 9 , Ci^alkylaminocarbonyl, aminosulfonyl, arylaminosulfonyl, 
aminosulfonyl amino, diCCugalkyOaminosulfonylamino, 
di(C N6 alkyl)aminoCj. c alkyl, C M2 alkylsulfonyl, di(C,^alky])aminosulfonyl or 
pyridinylcarbonyl wherein each R 9 is independently selected from phenyl; phenyl 
substituted with one, two or three substituents independently selected from halo, 
Ci. 6 aikyl, Ci^alkyloxy; or thiophenyl; and 

R 14 is hydrogen, hydroxy, amino, hydroxyCLealkyl, C,_ 6 alkyi, C^alkyloxy, 
arylCi^alkyl, aminocarbonyl, aminoCi. 6 alkyl, Cj^kylaminoCLealkyl or 
diCCj.ealkyOaminoCi^alkyl. 

[0121] In some embodiments of the compound according to paragraph [01 15], 
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n i&Oor 1; 



Qis 



or 



-NHC(0)Ct. 6 a]kanediyJSH; R 12 is hvdrogen or nitro: R 13 Is C^alkyl, 
arylC 2 ^alkenediyl, furanylcarbonyl, naphtalenylcarbonyl, C|. 6 alkylatninocarbony] 
aminosuIfonyl.di^i^alkylJaminosuIfonylaminoCj.salkyl, 
di(Ci. 6 alkyI)aminoCi^aIkyJ,Ci.i 2 a]ky]sulfonyl, di(Ci. 6 alkyI)aminosulfonyl, 
trihaloCj-ealkylsulfonyl, di(a^^ 

pyridinylcarbonyl or arylCualkylcarbonyl; R 14 is hydrogen; when R 13 and R 14 are 
present on the same carbon atom & r h > together may form a bivalent radical of 
formula (a-1) wherein R 10 is aryl; or when R 13 & R 14 are present on adjacent carbor 
atoms R 13 & R 14 together may form a bivalent radical of formula (b-1). 

[0122] In some embodiments of the compound according to paragraph [0115], 



hydrogen; R 13 is naphthalenylcarbonyl, Ci.i2alkylsulfonyl or 

di(aryl)C).,}alkylcarbonyl; and r 14 j s hydrogen. 
[0123] Particular embodiments of the compound according to paragraph [01 15] include the 
following 



nis 1; 



Qis 



Z is nitrogen; Ri2 j 



is 
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Ou 










0 


"A 



in which the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 

€ y— N-c-i- 

r3<=i i< 
rA <* 

wherein 3>, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with paragraph [0046], and preferably 
10048] and [0049]. 

[0124] in the compounds of paragraphs [0115] -[0123], R\ R 2 , R 3 , and R 4 are preferably as 
defined in paragraphs [0048] and [0049], while in other embodiments of the compounds of 
paragraphs [0115] -[0123], R\ R 2 , R 3 , and R 4 are all H. 

[0125] In another embodiment, the invention comprises compounds of the following structural 
formula (6): 
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O R 14 
v ^ N JU=X /-(CH 2)n O 

R»W H ^ />-L-N V- (CH^N-^CR^W A ) 

R 12 . (6) 
or a pharmaceutically acceptable salt thereof, wherein 
4> is -NH 2 or -OH; 

R 1 is H or as defined in paragraph [0046]; 
R 2 , R 3 , and R 4 are as defined in paragraph [0046]; 
n is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 

m is 0 or 1 and when m is 0 then a direct bond is intended; 

t is 0, 1, 2, 3 or 4 and when t is 0 then a direct bond is intended; 

- . . "^C^C — cr^" — CH^ 

Qis nitrogen or ^ , \ ,or \ ; 



X is nitrogen or ; 
Y is nitrogen or 

R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, 

heterocyclyl, C 3 -Cf!-cycloalkyl, heteroaryl, C r C r akyl, haloalkyl, Ci-C r alkenyl, Ci-C r alkynyl, d-Cr 
acyl, d-Cralkyl-aryloxy, C i-Cy-alky l-aryl suit anyl , Ci-CT-alkyl-aryl sulfi ny I , Ci-Cr-alkyl-arylsulfonyl, Ci 
C7-alkyl-arylaminosulfonyl, Ci-Cr-alkyl-arylamine, Ci-C r alkynyl-C(0)-amine, C r Cralkenyl-C(0)- 
amine, Ci-C r alkynyl-R 9 , C r C 7 -alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, C r C r alkyl or C 
C r alkoxy; 
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R 12 is hydrogen, halo, hydroxy, amino, nitro, Ci. 6 alkyl, Ci-6alkyloxy, trifluoromethyl, 
di(Ci-6alkyl)amino, hydroxyamino or naphtalenylsulfonylpyrazinyl; 

-L- is a direct bond or a bivalent radical selected from Ci.6alkanediyl, 
Ci^alkanediyloxy, amino, carbonyl or aminocarbonyl; 

each R 13 is independently represents a hydrogen atom and one hydrogen atom can be 
replaced by a substituent selected from aryl; 

R 14 is hydrogen, hydroxy, amino, hydroxyCi-ealkyl, C^lkyl, CVgalkyloxy, 
arylCi^alkyl, aminocarbonyl, hydroxycarbonyl, aminoCi^alkyl, 
aminocarbonylCi-galkyl, hydroxycarbonylCi-ealkyl, hydroxyaminocarbonyl, 
Ci-6alkyloxycarbonyl, Ci. 6 altylanainoCi. 6 alkyl or di(Ci. 6 aJkyl)ammoCi^alkyl; 

R 15 is hydrogen, Ci^alkyl, C^tocycloalkyl, hydroxyCi^alkyl, Ci.6alkyloxyCi. 6 alkyl, 
di{Ci.6alkyl)aminoCi^alkyl or aryl; 




is a radical selected from 
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(a-41) (a-42) (a-43) (a-44) 




<a-45) (a-46) (a-47) (a-48) 




(a-49) (a-50) ( a " 5i ) 
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wherein each s is independently 0, 1, 2, 3, 4 or 5; 

each R 6 andR 7 are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloC^alkyl; trihaloCi-ealiyloxy; Ci-galkyl; Ci_6alkyl substituted with aryl and 
C3.i 0 cycloalkyl; Ci_ 6 alkyloxy; C^alleyloxyCi-ealkyloxy; Ci^allcylcarbonyl; 
Ci.6alkyloxycarbonyl; Ci^alkylsulfonyl; cyanoCi.6alkyl; hydroxyCi.galkyl; 
hydroxyCi^alkyloxy; hydroxyCi_<;aIkylamino; aminoCi.galkyloxy; 
di(Ci.(5alkyl)aminocarbonyl; di(hydroxyCi.6alkyl)arnino; (aryl)(Ci.6alkyl)ainino; 
di(Ci_6alkyl)axrnnoCi.6allcyloxy;^^ 

di(Ci.6al^l)aminoCi.6alkylaininoCi.6alkyl; arylsulfonyl; arylsulfonylamino; 

aryloxy; aryloxyCi-galkyl; arylC2-6alkenediyI; di(Ci.6alkyl)amino; 

di(Ci.6alkyl)ammoCi.6alkyl;di(Ci. 6 aIkyl)anMno(Cj^alkyl)a^ 

di(Ci.6alkyl)amino(Ci.(5alkyl)aminoCi.6aIkyl; 

di(Ci.6alkyl)an)inoCi.6alkyl(Ci.6alkyl)amino; 

di(Ci.6alkyl)aminoCi.^^^ 

anrinosulfonylamino(Ci^aIkyl)araino; 

aminosidfonylaTmno(Ci.6alkyl)anaffloCi-6alkyl; 
di(Ci-6alkyl)anMnosulfonylairano(Ci^alkyl)araino; 

di(C w allcyl)aminosuIfonylaii^ cyano; thiophenyl; 

thiophenyl substituted with di(Ci.<5alkyl)anunoC 1 .6alkyl^ 
di(Ci^alkyl)arainoCi.6aIkyl, Ci^alkylpiperazinylCi-ealkyl, 
hydroxyCi-ealkylpiperazinylCi-gallcyl, 
hydroxyCi. 6 allcy]oxyCi.6allcylpiperazinylCi.6alkyl, 
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di(Ci.6alkyl)aiTiinosuIfojTiylpiperazinylCi. 6 alkyl 1 

Ci. 6 alkyloxypiperidinyI f C 1 .6alky]oxypiperidinylCi.6alkyl,morpholinylC 1 . 6 atkyl J 
hydrox.yCi. 6 allcyl(C 1 _ 6 allcyl)amiQoC 1 . 6 allcyl, or di(hydroxyCi. 6 alkyl)aroinoCi.6a!lcyl; 
ruranyl; furanyl substituted with hydroxyCj^alkyl; benzofuranyl; imidazolyl; 
oxazolyl; oxazolyl substituted with aryl and Ci^alkyl; Ci^allcyltriazolyl; tetrazolyl; 
pynolidinyl; pyrrolyl; piperidinylCi.ealkyloxy; morpholinyl; Ci^alkylmorpholinyl; 
morpholinylCi^alkyloxy; 
morpholinylCi.galkyljmorphoUnylCi.galkylaniiiio; 
morpholinylCi,6a!kylaminoCi.6alkyl; piperazinyl; Ci^alkyipiperazanyl; 
Ci-ealkylpiperazinylCi-ealkyloxy; piperazinylCi-galkyl; 
naphtalenylsulfonylpiperazinyl;naphta^^ 
Ci.salkylpiperazinylCi^alkyl; Ci.eaIl^lpiperazinylCi^alkylaraino; 
Ci.6alkylpiperazinylCi.6alkyIaijuuoCi.galkyl; Ci.^lkyIpiperazinylsolfonyI; 
aiiduosulfonylpiperazinylCi^alkyloxy; aminosulfonylpiperazinyl; 
aminosulfonylpipei^inylCi^alkyl;^ 

di(Ci.6altyl)aranosulfony^ 

hydroxyCi.6alkylpiperazinylCi.6alkyl;Ci.6aIkyIoxypiperidinyl; 

Ci^alkyloxj^iperidinylC^dkyUpiperi^ 

piperidinylammc^i.jjalJcylauiiiioCi.ealky'l; 

(Ci.6alkylpiperidmyl)<hydroxy^^^ 

(Ci. 6 aikyipiperidinyl)(hyd^ 

hydjroxyCj.6alkyloxyCi.6alkylpiperazinyl; 

hydroxyC^6a^loxyCI.6aIkylpiperazinylCl^alkyI; 

(hydroxyCi^alkyl)(Ci-6altyl)ai^^ 

hydroxyCi^alkylaminoCi^alkyl; di(hydroxyCi.6alkyl)aminoCi^alkyl; 
pyirolidinylCi^alkyl; pyrrolidinylCj^alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl 
substituted with two substituents selected from Ci.6alkyl or trihaloCi-ealkyl; 
pyridmyl; pyridinyl substituted with Ci_ 6 alkyloxy, aryloxy or aryl; pyrimidinyl; 
tetrahydropyrimidmylpiperazm^ 

quinolinyl; indole; phenyl; phenyl substituted with one, two or three substituents 
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independently selected from halo, amino, nitro, C^alkyl, C^alkyloxy, 
hydroxyC 1 . 4 alkyl, trifluoromethyl, trifluoromethyloxy, hydroxyC^alkyloxy, 
C M alkylsulfonyI, C M alkyloxyC w alkyloxy, Ci. 4 aEcyIoxycarbonyi, 
aminoC3.4alkyloxy, 

diCCj^alkyOaminoCMalkyloxy.diCCi^alkyOamino, di(Ci. 4 alkyl)aminocarbonyl, 
diCQ^alky^ammoCi^alkyl, diCCi^alkylJaniinoCi^aJkylaminoCi^alkyl, 
#(CMalkyl)anrino(CMalM)aimn^ 

di(Ci^alkyl)aminoCi- 4 alkyl(Ci-4aQcyl)amino, 

di(Ci. 4 alkyl)ainmoCi. 4 al^ 

aininosulfonylaminoCCi^alkylJainino, 

aniinosulfonylanMno(CMalkyl)aininoCi. 4 alkyl, 

diCCi^alkylJaminosulfonylaimnoCCi^alkyOamino, 

<K(CMalkyl)aminosulfonyla]mno 

piperidinylC M alkyloxy, pyrrolidinylC M alkyloxy; aminosulfonyhjiperazinyl, 
amiiiosulfonylpiperazinylC 14 alkyl, di(C w a]kyl)aminosijlfonylpiperazinyl, 
di(CMalkyl)airanosulf^ 

hydioxyC 1 . 4 alkylpiperazinylC w amyl s CMalkyloxypiperidinyl > 
C w alkyioxypiperidinylCi^^l,hydroxyCi^alkyloxyCi4alkylpi 
hydroxyCMalkybxyCiwjalkylpiperazinylCMalkyl, 
(MroxyC M alkyl)(Ci^aI]^ 

di(hydroxyC M alkyI)amino, ^ydroxyCi^alky^aniinoC^alky], furanyl, foranyl 
substituted with -CHt=CH^CH=CH-, pyirohdinylC w alkyl, pyirolidiiiyld^alkyloxy, 
moipholinyl, moiphoHnylC^alkyloxy, moipholinyICi. 4 alkyl, 
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morpholmylC M alkylamino, morpliolinyIC M aI3cylairanoCi.4aBcyl, piperazmyl, 
Ci^alkylpiperazinyl.Q^all^lpipei^iaylCi^alkyloxy.piperazinylCj^alkyl, 
Ci^alkylpiperazinylCi^alkyl, Ci^alkylpiperazinylCMalkylamino, 
C 1 ^aIkylpiperaziiiylCi.4alkylaiiiii)oC 1 . 6 alk)'l, tetrahydropyrimidmylpiperazinyl, 
tetrahydropyrimidmyIpiperazinylCi4alkyl,piperidinylamin 
piperidiny]aminoCi^alkyIanjinoCi4alkyl, 

(Ci^alkylpiperidinyl)(hydroxyC w alkyJ)aminoCi^aIkylajiiino, 
(C^alkylpiperichnylXhydroxyCi^^ 

pyridinylCi^alkyloxy, hydtoxyCi. 4 alkylamuao, hydroxyCi, 4 alkylamitioC M alkyl, 
di(Ci.4a!lcyl}aminoCi, 4 alkylamino,aiiiinothiadiazol^^ 
ammosuIfonylpiperazmylCi^alkyloxy, or thiophenylCMaJkylaniino; 
each R and R can be placed on the nitrogen in replacement of the hydrogen; 

aryl in the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, C^alkyl, Ci^alkyloxy, trifluoxomethyl, cyano or 
hydroxycarbonyl. 

[0126] In some embodiments of the compound according to paragraph [01 25], one or more of 

the following restrictions apply: 

nisi; 

m is 0 or 1; 

t is 0,1 or 2; 

R 12 is hydrogen or C^alkyl; 

-1^ is a direct bond; 
r h is hydrogen; 
R 15 is hydrogen; 

is a radical selected from (a-1), (a-20), (a-25), (a-27), (a-28), (a-29), (a-41) 

or(a-42); 

each s is independently 0, 1, 2 or 3; 

each R 5 is independently selected from hydrogen, halo, Ci^allcyl or Ci^kyloxy. 
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[0127] In other embodiments of the compound according to paragraph [0125], one or more of 
the following restrictions apply: 

nis 1; 
mis 0 or 1; 
t is 0,1 or2; 

R 12 is hydrogen; 
i -L- is a direct bond; 
R 14 is hydrogen; 
R 15 is hydrogen; 

^ is a radical selected from (a-1), (a-20),(a-25), (a-27), (a-28), (a-29), (a-41 
or(a-42); 

' each s is independently 0, 1, 2 or 3; 

each R 6 is independently selected from hydrogen, halo, C^alkyl or Ci. 6 aUkyloxy., 

[0128] In other embodiments of the compound according to paragraph [0125], one or more of 
the following restrictions apply: 

Ris is hydrogen, C^alkyl, C 3 .jocyeloalkyl, hydroxyCi^alkyl, Ci. 6 alkyloxyCi. 6 alkyi 
or di(Ci. 6 alkyl)airunoCi^alkyl; 
— (a) 

^ is a radical selected from (a-1), (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), 
(a-9), (a-10), (a-11), (a~12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), 
(a-20), (a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-27), (a-28), (a-29), (a-30), 
(a-31), (a-32), (a~33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), 
(a-42)(a-43)or(a-44); 



69 



WO 2005/030705 



PCT/US2004/03J59] 



each R 6 and R 7 are independently selected from hydrogen; halo; hydroxy; amino; 
nitro; trihaloCi-galkyl; trihaloCi-6alkyloxy; Cj.<salkyl; Q.^alkyloxy; 
Ci-6alkyloxyCi. 6 aikyloxy; Ci_ 6 alkylcarbony]; C]. 6 alkylsulfonyl; cyanoCi^alkyl; 
hydroxyCj„<jalkyl; hydroxyCi-galkyloxy; hydroxyQ.galkylamino; 
aniinoCi. 6 alkyloxy; di(Ci.6alkyI)aminocarbonyl; di(hydroxyCi_ealkyl)amino; 
arylCi. 6 alkyl)ammo; di(Ci. 6 aIkyl)aminoC].6alkyloxy; 
di(Ci.5allcyl)aminoCi.6alkylamino; aryisulfonyl; arylsulfonylamino; aryloxy; 
arylC 2 -6alkenediyl; di^^alkyljamino; di(Ci^alk>'l)aminoCi^alkyl; 

di(C 1 . 6 a]kyl)aminoC ] . 6 alkyl(Ci. 6 alk3i)aininoCi. 6 aIkyl;cyano; thiophenyl; 
thiophenyl substituted with di(C I . 6 alkyl)aniinoCi. 5 a]lcyl(C 1 . 6 alkyl)aminoCi. 6 alkyI, 
di(C 1 „ 6 alkyl)aminoCi- 6 alkyl, Ci.6alkylpiperazinylCi. 6 alkyl or 
di(hydroxyCi^alkyl)aminoC 1 . 6 alkyl; furanyl; imidazolyl; Ci.galkyltriazolyl; 
tetrazolyl; pyrrolidinyl; piperidinylC 1 . 6 alkyloxy; morpholinyl; 
Ci-eallcylmorpholinyl ; morpholinylCi. 6 a!kyloxy ; 

morpholinylCi_ 6 alkyl; Ci„ 6 alkylpiperazinyi; Ci. 6 allcyIpipera2iiiylCi. 6 aIkyloxy; 

Ci^alkylpipei^nylC 1 . 6 alkyI;C 1 ^ylpiperaziny!sulfonyl; 

ammosulfonylpipeaazmylC^al^ 

aminosulfonyipiperazinylC^ealkyl; di(Ci. 6 alkyl)arainosulfonyIpipera2inyl; 
di(Ci. 6 alfcyI)aimnosiilfonylpiper^^ 

hydroxyCi. 6 alkyIpiperazinylCi. 6 alkyl;Ci- 6 alkyIoxypiperidinyl; 

Ci. 6 aIkyloxypipeiidmylCi. 6 alkyl;hydroxyCi. 6 alkyloxyC 1 . 6 aIkylpiperaa 
hydroxyCi- 6 alkyloxyCi- <} alkylpiperazmylCi. 6 alkyl; 

(hydroxyC w alkyI)(Ci.6aIkyi)amino; (hydroxyC 1 . 6 alkyl)(C 1 ^alkyl)animoC 1 . 6 alkyl; 
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pyrrolidmylC ^alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl substituted with two 
substituents selected from C ^alkyl or uihaloC^alkyl; pyridinyl; pyxidinyl 
substituted with C^alkyloxy or aryl; pyrimidinyl; quiuolmyl; indole; phenyl- 
phenyl substituted with one, two or three subsuW independently selected from 
halo, ammo, C,. 6 alkyl, C^alkyloxy, hyt!roxyC M alkyl, trifluoromethyl, 
tnfluoromethyloxy, bydroxyC Ma lk) f loxy, C^alkyloxyCj^kyloxy 
aminoC^alkyloxy, di(C 14 alk 7 l)aminoC,, 4 alkyJoxy, di(C M alkyl)amino, 
di(^ 4 alkyl)ammoCi. 4 aIkyl, 
^..alky^ 

pyiTolidinyICj. 4 alkyloxy, aminosulfonylpiperazinyl, ' ' ' 

aminosulfonylpiperazinylCj^alkyl, mCCwaJk^aminosulfonylpipexazinyl 
di(C M alkyl)am^ 

hydroxyC w alkylpiperazinylC M alkyl, Cj^alkyloxypiperidinyl, 
C^alkyloxypiperidinylQ^l, hydroxyC^kyloxyQ^alkylpipeminyl, 
hydroxyCi.4alkyIoxyC 1 . 4 alkylpiperazinylC 1 ^alkyl, 

pyrrolidmylC M alkyloxy, morpholinyld^alkyloxy, morphottnylCwalkyl, 
C M alkylpiperazmyl, Ci^alkylpiperazinyJd^alkyloxy, 
Ci. 4 alkylpiperazinylCi. 4 alkyl, 
hydroxyC M alkylamino, di(bydroxyCi. 4 alkyl)amino, 
di(C 1 . 4 alkyI)aminoCi. 4 alkylaiiiino,aii±iodiiadiazoIyl } 
aminosulfonylpiperazinylQ^alkyloxy, or thiophenylCMalkylamino. 

[0129] In some embodiments of the compound according to paragraph [0125], one or more of 
the following restrictions apply: 

t = 0; 

m = 0; 
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R 12 is hydrogen, halo, hydroxy, amino, nitro, C M alkyl, Ci. 6 alkyloxy, trifluoromefhyl 
or di(Cj^aIkyl)amino; 

-L- is a direct bond or a bivalent radical selected from Ci-galkanediyl, 
Ci-galkanediyloxy, amino or carbonyl; 



arylCi. 6 alkyl, aminocarbonyl, aminoCLgalkyl^ Ci^alkylamirtoCi^alkyl or 
di(Cj.6aD<yl)amnioCi.6aIkyl; 
R 15 is hydrogen; 



• is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6) } (a-7), (a-8), (a-9), 

(a-10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), 
(a-21), (a-22), (a-23), <a~24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), 
(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44), 
(a-45), (a-46), (a-47), (a-4S) or (a-51); 
each s is independently 0, 1 , 2, 3 or 4; 

■ R 6 is hydrogen; halo; hydroxy; amino; nitro; tehaloCi-galkyl; trihaloCi-jjalkyloxy; 
Ci.galkyi; Ci^alkyloxy; Ci^alkylcarbonyl; Ci-ijalkyloxycarbonyl; 
C^alkylsulfonyl; h}'dxoxyCi.<jalkyl; aryloxy; di(Ci.6alkyl)amino; cyano; 
thiophenyl; furanyl; furanyl substituted with hydroxyCi^alkyl; benzofuranyl; 
imidazolyl; oxazolyl; oxazolyl substituted with aryl and Ci^alkyl; 
Ci.6alkyltriazolyl; tetrazolyl; pyrrolidtnyl; pyrrolyl; raorpholinyl; 
Ci-ealkylmorpholinyl; piperazinyl; Cj^alkylpiperazinyl; 
hytooxyCi^alkylpiperazinyl; Ci^alkyloxypipeiidinyl; pyrazoly; pyrazolyl 
substituted with one or two substituents selected from Ci.<;alkyl or trihaloCi.6alkyl; 
pyridinyl; pyridinyl substituted with Cj-galkyloxy, aryloxy or aryl; pyrinridinyl; 
quinolinyl; indole; phenyl; or phenyl substituted with one or two substituents 
independently selected from halo, Ci_6alkyl, Ci^alkyloxy or trifluoromethyl; 



is hydrogen, hydroxy, amino, hydroxyCi-galkyl, Ci^alkyl, Ci-galkyloxy, 
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R 7 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi_ 6 alkyl; trihaloCi-galkyloxy; 
Q^aJkyl; Ci. 6 aIkyloxy; Ci^alkylcarbonyl; Ci^alkyloxycarbonyl; Ci. 
galkylsulfonyl; hydroxyCi. 6 alkyl; aryloxy; di(Ci.6alkyl)araino; cyano; pyridmyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Ci^alkyl, C^alkyloxy or trifluororaethyl. 

[0130] In some embodiments of the compound according to paragraph [0125]: 

R 15 is hydrogen, C^alkyl, C 3 -iocycloalkyl, hydroxyCwalkyl, C^alkyloxyC^lcyl or 
di(Ci. 6 aljkyl)aniinoCi.6alky]; 



^ is a radical selected from (a-1), (a~2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), 
<a-9), (a-10), (a-U), (a~12), (a-13), (a-14), (a-15), 

(a-16), (a-17>, (a-18), (a-19), (a-20), (a-21), (a-22), (a-23), (a-24), (a-25), (a-26), 
(a-27), (a-28), (a-29), (a-30), (a-31), (a-32), (a-33), (a-34), (a-35), (a-36), (a-37), 
(a-38), (a-39), (a-40), (a-41), (a-42) (a-43) or (a-44); and 

each R 6 and R 7 are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloCi. 6 alkyl; trihaloGi.6alkyloxy; Ci. 6 alkyl; Ci. 6 alkyloxy; 
Ci. 6 alkyloxyCi^alkyloxy; C^alkylcarbonyl; Ci^alkylsulfonyl; cyanoC^alkyl; 
hydroxyCi. 6 aIkyl; hydroxyC^alkyloxy; hydroxyCi^ealkylamino; 
aminoCi^alkyloxy; di(Ci.6alkyl)aminocarbonyI; di(hydroxyCi_6a!kyl)amino; 
arylCi.6alkyl)amino; diCCx.galkyOaminoCi^alkyloxy; 
di(Ci^alkyl)aminoCi-6alkylamino; arylsulfonyl; arylsulfonylamino; aryloxy; 
arylC 2 -6alkenediyl; di(Ci^alkyl)amino; diCCj.fialky^aminoC^alkyl; 
di(C J .6alkyl)aminoCi^allc}i(Ci^kyl)aminot:i. 6 alkyl; cyano; thiophenyl; 
tbiophenyl substitated with di{Ci. 6 alkyl)amnoCi. 6 alkyl(^ 
di(C].6alkyl)aminoCi.6allcyl, C 1 . 6 alkylpiperazinylCi. 6 alkyl or 
diChydroxyC^allQ^ammoCi^alkyl; furanyl; imidazolyl; Ci^alkyltriazolyl; 
tetrazolyl; pyrrolidinyl; piperidinylCi. 6 alkyloxy; morpholinyl; 




73 



WO 2005/030705 



PCT/US2004/031591 



Ci.ealkylraorpholiiiyl; moipholinylC i^alkyloxy ; 

morpholinylCi.6alkyl;Ci- 6 alkylpiperazmyl; Ci. 6 alkylpiperaziiiyICi. 6 alkyloxy; 
Ci. 6 alkylpiperazinylCi.6alkyl; Ci^alkylpiperazinylsulfonyl; 
aminosulfonylpiperazinylCi.6alkyloxy; aminosu]fony]pipera2inyi; 
aminosirifonylpiperazinylCi-6alkyl;di^^ 

di(Ci.6alk>'l)aminosu]fonylpiperazinylCi^alkyl; hydroxyCi^alkylpiperazinyl; 
hydroxyCi-galkylpiperazinylCi^alkyl; Ci-ealkyloxypiperidinyl; 
Ci.6alkyloxypiperitfnylCi_ 6 alkyl;hy^ 
hydroxyCi.6alkyloxyCi^alkylpiperaziny]Ci^alkyl; 

(hydroxyCi-ealkylXCx^alky^amino; {hydroxyCi-6alkyl)(Ci.6alkyl)aminoCi. 6 alky 
pynolidinylCi. 6 alkyloxy; pyrazolyl; thiopyrazolyl; pyrazoiyl substituted with two 
substituents selected firoui Ci_ 6 alkyl or trihaloCj-ealkyl; pyridinyl; pyridmyl 
substituted with Ci-galkyloxy or aryl; pyrtoidinyl; quinolinyl; indole; phenyl; 
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phenyl substituted with one, two or three substituents independently selected fron 
halo, amino, 

Ci^alkyl, Ci_ 6 alkyloxy, hydroxyC^alkyl, trifluorometbyl, txiflnoromethyloxy, 
hydroxyCi. 4 alkyloxy, Ci^alkyloxyCi^alkyloxy, anrinoC^alkyloxy, 
di(C 1 ^aflcyl>minoC w allcyloxy, di(C 1 .4alkyl)ainino, di(Ci. 4 dky])aminoCi_ 4 alkyl 
diCQ^alkyOaminoCMalkylCCualky^aminoCi^allcyl, piperidinylC^alkyloxy, 
pyrrolidinylCi. 4 alkyloxy, aminosulfonylpipeiazinyl, 
anmiosulfonylpiperazinylCi^al^ 
diCCMalky^aminosijifo^^ 

hydroxyCi^alkylpiperazinylCmalkyl, C M alkyloxypipeiidinyl, 
CMalkyloxypiperidinylCMalkyl, hydroxyC M alkyloxyCi. 4 alkylpi|>erazinyi, 
hydroxyCi^alfcyIoxyCi. 4 alkylpiperazmylCi. 4 alkyl, 
(hycfroxyC M alkyI)(C w a^ 

pyrrolidinyICi. 4 alkyloxy, morpholinylCi^alkyloxy, morpholinylC^alkyl, 
Ci.4alkylpiperazinyl, C^alkylpiperazinylCi. 4 alkyloxy, 
Ci. 4 alkylpiperazinylC M alkyl, 
hydimyCi^alkylamino^CbydroxyCi^alkyOamino, 
di(Ci- 4 aIkyl)anmioCi^alkylannno,an3inofhiadiazolyl, 
aminosulfonylpiperazinylC ^alkyloxy, or thiophenylC^kylamino. 

[0131] In some embodiments of the compound according to paragraph [0125], t is 0, m is 0 
and: 

r 12 is hydrogen, halo, hydroxy, amino, nitro, C w alkyl, CLealkyloxy, trifluoromethyl or 
di(Ci. 6 alkyl)amino; 

-L- is a direct bond or a bivalent radical selected from 
Ci_6alkanediyl, C^alkanediyloxy, amino or carbonyl; 

R i4 is hydrogen, hydroxy, amino, hydroxyCi. 6 alkyl, C^aUcyl, Ci. 6 alkyloxy, 

arylC^galky], aminocarbonyl, aminoCi^alkyl, 

CLgalkylaminoCLgalkyl or di(Ci^alkyl)aminoCi. 6 alkyl; 
R 15 is H; 

—(a) 

^ is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), ( a -7), ( a -8), (a-9), 
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(a-10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), 
(a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), 
(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44), 
(a-45), (a-46), (a-47), (a-48) or (a-51); 
each s is independently 0, 1, 2, 3 or 4; 

R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi. 6 alky]; uihaloC^alkyloxy; 
Chalky]; Ci. 6 alkyloxy; Ci_ 6 alkylcarbonyl; Ci. 6 alkyloxycarbonyl; 
C 1 . 6 alkylsulfonyl; hydroxyCi. 6 alkyl; aryloxy; di(C 1 . 6 alkyl)amino; cyano; 
thiophenyl; furanyl; furanyl substituted with hydroxyC^alkyl; benzofuranyl; 
imidazolyl; oxazolyl; oxazolyl substituted with aryl and Ci- 6 alkyl; 
Ci^alkyitriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morphohnyl; 
Ci-galkylmorpholinyl; piperazinyl; 
Ci. 6 alkylpiperazinyl;hydroxyCi. 6 alkyIpiperazinyl; 
Ci.6alkyloxypipeiidinyl; pyrazoly; pyrazolyl substituted with one or two 
substituents selected from Ci. 6 alkyl ortrihaloCi^alkyl; pyridinyl; pyridinyl 
substituted with Ci^alkyloxy or aryl; pyrimidinyl; quinolinyl; indole; phenyl; or 
phenyl substituted with one or two substituents independently selected from halo, 
Chalky!, C^alkyloxy or trifluoromethyl; 

andR 7 is hydrogen; halo; hydroxy; amino; nitro; frihaloCi^alkyl; trihaloCi_ 6 alkyloxy: 
Ci-galkyl; Ci-galkyloxy; Ci^alkylcarbonyl; Ci. 6 alkyloxycarbonyl; 
C^alkylsulfonyl; hydroxyC 1 . 6 alkyl; aryloxy; di(Ci. 6 alkyl)amino; cyano; pyridhsy 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Chalky!, Cj.ealkyloxy or trifluoromethyl. 

[0132] In some embodiments of the compound according to paragraph [0125], 

nisl;mis0orl;tis0Jor2; Qis ""^ , — CR \ , or — CH C ; 

— A 

R 12 is hydrogen or Ci_ 6 alkyl; -Lr is a direct bond; 
R M and R 15 are H; 

is a radical selected from (a-1), (a-20), (a-25), (a-27), (a-28), (a-29), 
(a-41) or (a-42); each s is independently 0, 1 or 2; and each R 6 is independently 
selected from hydrogen, halo, Cj^alkyl or Ci^alkyloxy. 
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[0133] In some embodiments of the compound according to paragraph [0125], 

nisl;misOorl;tisO,lor2; Qis ""^ . ~ c < .or ~ CH C ; 
R 12 is hydrogen; -L- is a direct bond; 
R 14 and R 15 are H; 

— (a) 

^ is a radical sdected from (a-1), (a-20), ( a -27), (a-28), (a-29), 
(a-41) or (a-42); each s is independently 0, 1 or 2; and each R 6 is independently ' 
selected from hydrogen, halo, C^alfcyl or Ci_ 6 alkyloxy. 

[0134] Particular embodiments of the compound according to paragraph [0125] include the 
following 




HN-OH 





HN-OH 
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in which the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 
R 1 
R 2 ) 




R 3 \=|= 



wherein 3>, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with paragraph [0046], and 

preferably [0048] and [0049]: 
[0135] In the compounds of paragraph [0125] - [0134], R\ R 2 , R 3 , and R 4 are preferably as 
defined in paragraphs [0048] and [0049]. In other embodiments of the compounds of paragraphs 
[0125] - [0134], R\ R 2 , R 3 , and R 4 are all H. 
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[0136] In another embodiment, the invention comprises compounds of the following structural 
formula (7): 

K 

R 2 Va II R 

£ Vn Ap=* r 



(7) 



V — N' /- (CH 2 ) n 

R3 '"%( H \,_/~ L - N V __y Z -(CR 13 2)t-| 




or a pharmaceutically acceptable salt thereof, wherein 
* is -NH 2 or -OH; 

R 1 is H or as defined in paragraph [0046]; 

R 2 , R 3 , and R 4 are as defined in paragraph [0046]; 

,n is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 

t is 0, 1, 2, 3 or 4 and when t is 0 then a direct bond is intended; 

Q is nitrogen or — CR"^ CH^ 

\ .or \ 

is nitrogen or C ^;. 

Yis nitrogen or °^; ' *• . 
CH""" 

Z is nitrogen or ^ ; . 

R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, 
heterocyclyl, d-Cg-cycloalkyl, heteroaryl, d-Crakyl, haloalkyl, C r C r alkenyl, d-C r 
alkynyl, C r C 7 -acyl, d-Cralkyl-aryloxy, C-Cy-alkyl-arylsulfanyl, d-C7-alkyl-arylsulfinyl, 
CrCralkyl-arylsulfonyl, d-C^alkyl-arylaminosulfonyl, d-C7-alkyl-arylamine, d-Cr 
alkynyl-C(0)-amine, d-Cralkenyl-C(0)-amine, d-C r alkynyl-R 9 , d-C r alkenyl-R 9 wherein 
R 9 is hydrogen , hydroxy, amino, d-C r alkyl or d-C 7 -alkoxy; 

R 12 is hydrogen, halo, hydroxy; amino, nitro, Chalky!, C M alkyloxy,trifluoromethyl , 
difC w alkyl)amino,hy<boxyaminoornaphtaIenylsulf6nylpyrazi • 
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-L- is a direct bond or a bivalent radical selected from Cj^alkanediyl, 
Ci.galkyloxy, amino > carbonyl or aminocarbonyl; 

each R 13 independently represents a hydrogen atom and one hydrogen atom can be 
replaced by a siibstituent selected from aryl; 

R 14 is hydrogen, hydroxy, amino, hydroxyC^aUcyl, Ci^alkyl, Ci^alkyloxy, 
arylCi^alky], anjinocarbonyl, hydroxycaxbonyl, aminoCVealkyl* 
airdnocarbonylCi^alkyl, hydroxycarbonylCj^alkyl, hydroxyaminocarbonyl, 
.Cilgalkyloxycarbonyl, Ci^alkylaminoCi^alkyl or di(Ci.6alkyl)aminoCi.ealkyl; 



is a radical selected from 




(a-1) t ... (a-3) ( a _ 4 ) 




t^Wi H4) (a-15) .. . (a-16) 
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(a-49) (a-50) < a " 51 ) 



wherein each s is independently 0, 1, 2, 3, 4 or 5; 

each R 5 and R 6 are independently selected from hydrogen; halo; hydroxy; amino; nitro 
trihatoCi-ealkyl; trihaloCi^alkyloxy; Chalky!; C^alkyl substituted with aryl and 
C3.iocyclpalkyl; C^alkyloxy; Ci^alkyloxyCi^alkyloxy; Ci^alkyicarbonyl; 
Ci^alkyloXycarbonyl; Ci^alkylsulfonyl; cyanoCi^alkyl; hydroxyCi^alkyl; 
hydroxyCi-ealkyloxy; hydroxyC^galkylamino; amin6Gi_ 6 alkyloxy; 
di(Ci^alkyl)aminocarbonyl; di(hydroxyCi.6aTI^l)aiiiino; (aiyl)(Ci. 6 alkyl)amino; ' 
di(Ci.6alkyl)aminoCi.6alkyloxy; di(Ci-6alkyl)aminoCi^alkylainino; 
dtf (Ci^kyI)andnoCi.6a^ arylsulfonylamino; 
axyloxy; aryloxyCj-galkyl; aiylC2-6^kenecUyl; di(Ci.6alkyi)amino; ■ 
<a(Ci^alkyl)aminoCi.6alkyl; di(Ci^alkyl)a3nino(Ci;6aIkyI)amino; 
di(Ci- 6 aiUk:yi)aixrin^^ 
di(Ci.Galkyl)aminoCi^ 
di(Ci-6dkyl)aminoC^ 
^nosulfohyla^no(Ci_6alkyl)aniino; 
aniinosulfonylainino(^ 

di{Ci.6alkyl)aminosulfonyIamino(Ci.6alkyl)amino; 
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dKCj.gdkyOmiMjiosulfonylanainoCCMalkylJaminoCj.salkyl; cyano; tbiophenyi; 
toophenyl.substituted with di(C 1 ^ s olk^>amiiioG 1 ^a^ 

(^(C^ealky^aminoCj.salkyl, C 1 . 6 alkylpiperazinyJC 1 . 6 alkyl, ' . - * ' 

hydroxyCi^dkylpiperazinylCj^alkyl, 

'hydroxyC 1 . 6 alkyloxyC 1 . 6 a]kylpiperazinylCi. 6 alkyl, 
diCCi^alkyOaminosuIfonylpiperazinylQ.galkyl, 

Ci^alkyloxypiperidfiny], Q.galkyloxypiperidinylCi.ealkyl, moipholmyJCi^alkyl, ' 
hydroxyCi. 6 a3kyl(C 1 . 6 alkyl)aininoC 1 . 6 alkyl ) or di(hydroxyC 1 , 6 alkyl)aminoC 1 . 6 aUcyl; 
furanyl; furanyl substituted with hydroxyC,_ 6 alkyl; benzofuranyl; imidazolyl; ■ 
oxazolyl; oxazolyl substituted with aryi and Chalky!; C^alkyltriazoJyl; tetrazolyl; 
pyrroMnyl; pynolyl; pipeiidinylC^alkyloxy; morpholinyl; Cwalkylmorpholinyl; 
morpholmylC^galkyloxy; 
moipholinylC 1 . 6 alkyl; morpho]inyiC 1 „ 6 alk}'lami3io; 
morpholinylCLcalkylarainoCLgallcyi; piperazinyl; C^alkylpiperazmyl;' 

Ci. 6 alcyapiperazinylC 1 . 6 aIkyloxy;piperazmylCi.6alkyl; 

naphtalenylsulfoiiylpiperazinyi; uaphtalenylsulfonylpiperidiny]; naphtalenylsulfoayl; 

e^aUcylpip^azinylC^a^^ 

C M alli4piperazmy^ 

aniinosuifonyipiperazinylCi^alkyloxy; ajninosulfonylpiperazmyl; 
anunosulfonylpiperazinylCx.salkyI; diCCi^alky^aminosulfonylpiperaziny!; , 
di(C!. 6 aIlcyl)aminosulfpiiylpiperazinylC M alkyl; hydroxyCi^aikylpiperazinyl; 
hydroxyC^aftylpiperazinylCi.gal^^^ 

Ci-6^1oxypiperidinylC^alkyl^^ - 

pipeliainylallmoC^eiaIkylaminoCI. 6 aIkyl; ' 
(Ci. 6 aUcylpiperidinyl)i^ 

(^ealkylpiperidmy^ 

hy(fcoxyC 1 .6aikyloxyC J .6alky]piperazmyl; 

hydroxyCi. 6 alkylpxyCi. 6 alkylpiperazinylCi: 6 alkyI;. 

(hydroxyCi. 6 alkyl)(C 1 . 6 alkyl)amino;'(hydroxyC i . 6 a]]^ 
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hydroxyCi^alkylaniinoCi.6alkyl; di(hydroxyCi-6alkyl)amindCi.6alkyl; 
pjoiolidinylCi^alkyl; pyirolidinylCi r 6alkyl6xy; pyrazolyl; thiopyrazolyl; pyrazolyl 
substituted with two substituents selected from G^galkyl or trihaloCi^alkyl; 
pyridinyl; pyridinyl substituted with Ci-galkyloxy, aryloxy or aryl; pyrimidinyl; 
teli^ydropyrimidinylpiperazinyl; tetxahydropyriipictinylpiperaziiiylCi.6alkyl; 
quinolinyl; indole; phenyl; phenyl substituted with one, two or three substituents 
independently selected from halo, amino, nitro, Ci^alkyl, C i.ealkyloxy , 
hydroxyCi^alkyl, trifluoromethyl, trifluOTomethyloxy, hydroxyCj^alkyloxy, 
Ci^dkylsulfonyVCi^alkyloxyCi^alky^ Ci^alkyloxycarbonyl, 
aminoCi^lkylbxy/d^ di{Ci,.4alkyl)^naino 5 
di(Ci.4aIkyl)aminocarbonyl, di<Ci4alkyl)aminoCi4alkyl, 
di(C^a]ykyl)ainino^ 
cfi(Ci^kyl)amino(C^ 

di(CMalkyl)atftfno^ , : 

di(C M alkyl)aIrunoe^4al^^ 

- - .1 

aminosulfonylamino(Ci4alkyl)amino, 
aminosulfonylaniino(Ci.4aBtyl)aniinoGi4alkyl, • ' 
di(Ci„4a1ky])amiBOSuIfoiiylamino(C I .4alkyl)amiiio, 
di(Ci.4alkyl)aminosuIfonyla^^ 

piperidinylCi^alkyloxy, pyrrolidinylCi^alkyloxy, aminosulfonylpiperazinyl, 
aminosuIfoiiylpiperazinylCMalkyl, dl{Cwalkyl)arainosulfoiiylpiperazinyI, 
dUCCi^alkylJaminosulfonyipiperazinylCi^alkyl, hydroxyCi^alkylpiperazinyl, 
hydroxyC 1 .4aIi:yIpiperazinylCi.4a]kyl, Cj^alkyloxypiperidinyl, 
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hydroxyC^alkyloxyC^alkylpiperazinylCi^alkyl, 

di(hydroxyCi. 4 alkyI)amino, diChydroxyd^aJkyOaminoCMalkyl, furanyl, furanyl 
substituted with -CH=CH-CH=CH-, pyrrolidmylC M alkyl, pyrroMmylC^alkyloxy, 
morpholinyl, morphoKnylC M alkyloxy, morphoIinylCi. 4 alkyl, 
moipholmylC M alkylamino, morphoIinylQ ^alkylaminoCi^alkyi, piperazinyl, 
C,.4alkylpiperazmyl, C w alkylpiperazinylC M alkyloxy, pipera2raylC w alkyl, 
C^alkylpiperazinylC^alkyl, C M alkylpiperazinylCi. 4 alkylamino, 
Ci4alkylpiperazinylCMalkylaminoC 1 . 6 a]kyl, tetrahyclropyrimidinylpiperazinyl, 
tetrahydropyrimidmylpipe^ 

fttperidinylaminoC I 4aIkylammoC 1 4alky^ • ' . . 

(CMalkylpiperidmyl)(hyd^ 
(Cwalkylpiperidmyl)^ 
. pyadinylGi-^kylox}^ 

hydroxyCMall^lamino, h^ •• 
dKQ^alkyOaniinoC^alkyiam^ ' • . • 

aminosulfonylpiperazinylGMalkyioxy, or thiophenylC^alkylamino; 

each R 5 and R 6 can be placed on the nitrogen in replacement of the hydrogen; 

aryliii the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, Chalky!; d^alkyloxy, trifluoromethyl, cyano or 
hydroxycarbonyl. ; 

[0137] Other embodiments of the compound according to paragraph [0136] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to 
R 12 , R 13 , and R 14 , respectively, in paragraph [0136]): 
n is 1 or 2; 
■ t is 0, 1,2 or 4; 



Qis 



CR' 



\ , or 



CH. 
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R 2 is hydrogen or nitro; 

-L- is a direct bond or a bivalent radical selected from Ci-ealkanediyl; 
R 4 is hydrogen; 

— (a) 

^ is a radical selected from (a-l),{a-2), (a-3), (a-5), (a-6), (a-1 1), (a-1 8), ' 
(a-20),(a-21),(a-32) } (a-33),(a-47)or(a-51); ■ 
each s is independently 0, 1, 2, or 4; 

each R 5 and R 6 are independently selected from hydrogen; halo; trihaloCi^alkyl; . 
Ci-ealkyl; Chalky! substituted with aryl and G3-iocycloalkyl; Ci.ea%loxy; 
Ci-galkylcarbonyl; benzofuranyl; naphtalenylsulfonyl; pyridinyl substituted witli 
aryloxy; phenyl; or phenyl substituted with one substituent independently selected 
from hydroxyCi^alkyl or morpholinylCi^allvyl. 

[0138] Other embodiments of the compound according to paragraph [0136] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to 
R 12 , R 13 , and R 14 , respectively, in paragraph [0136]): 
rtisl; 

!tisO s l'or2; 

6 is _C > CR CK 

■ » \ ,or \ ; 

i X is nitrogen; 
Y is nitrogen; 

• R 2 is hydrogen; • 

• -L- is a direct bond; ... ' 
eachR 3 independently represents a hydrogen atom; 

R 4 is hydrogen; • • 



i ^ is aradical selected from (a-6), (a-ll), (a-20), (a-47) or (a-51); 
each s is independently 0, 1, or 4; 

each R 5 and R* are independently selected from hydrogen; C].galkyl; Cj^alkyloxy; 

naphtalenylsulfonyl; or phenyl substituted with hydroxyCi^alkyl or 
. morpholinylCi.4allcyI. 

[0139] Other embodiments of the compound according to paragraph [0136] L is a direct bond. 
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[0140] Other embodiments of the compound according to paragraph [01 36] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 r and R 4 in this paragraph corresponds to 
R 12 , R 13 , and R w , respectively, in paragraph [0136]): 
tis 1, 2, 3, or 4; 

R 2 is hydrogen, halo, hydroxy, amino, nitro, C^alkyJ, C^alkyldxy/trffluoiomethyl 
prdi(C^ 6 alkyl)amino; 

-L- is a direct bond or a bivalent radical selected from C^alkanediyl, 
Ci_6alkaaediyioxy, amino or carbonyl; 

R 4 is hydrogen.hydroxy, amino, hydroxyCi.galkyl, Cj^alkyl, Ci: 6 alkyloxy, 
arylCj.fjalkyl, aminocarbonyl, aminoCj^aikyl, Ci^alkylaimnoC^alkyl or 
di(Ci. 6 alkyl)aminoCi.6a%l; . 1 

^ is a radical selectedfrom (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9),-. 
(a-10), (a-ll), (a-12), (a-I3), (a-14), (a-15)^ (a-16), (a-17), (a-18), (a-19), (a-20), 
(a-21), (a-22), (a-23), (a-24); (a-25), (a-26), (a.28), (a.29), O30), (a-31), (a-32), 
(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a^39), (a-40),(a-41), (a-42), (a-44), 
(a-45),.(a-46), (a-47),.(a-48) and (a-51); '.' ' 

each s is independently 0» 1, 2, 3 or 4; • ' 

R 5 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi^alkyl; tthaloCi- 6 ai!cyk>xy; 
Ci. 6 alkyl; Ci_ 6 alkyloxy; Cj^alkylcarbonyl; Ci,, 6 a!kyloxycarbonyl; > 
C^alkylsulfonyl; hydroxy C^galkyl; aryloxy; di(Ci_ 6 alkyl)ammo; cyano; 
thiophenyl; furanyl; furanyl substituted with hydroxyCi. 6 alkyI; benzofuranyl; 
irnidazolyl; oxaeolyl; oxazolyl substituted with aryl and Chalky]; ... 
Ci_ 6 a]kyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrdlyl; mdrpholinyl; 
C^alkylmorpholinyl; pipeminyl; . : 

Ci.6alcylpiperazinyI;.hydroxyC J . 6 alkylpiperazinyl; 

Ci-galkyloxypiperidinyl; pyrazoly; pyrazolyl substituted with one or two .' 
substituents selectedfrom C^gaEkyl or trihaloCt. 6 alkyl; pyridinyl; pyridinyl 
substituted with Ci„<$alkyloxy, aryloxy or aryl; pyrimidinyl; qwnolinyl; indole; 
phenyl; or phenyl substituted with one or two subslituents independently selected 
from halo, C^alkyl, C^alkyloxy or trifluoromethyl; 
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R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi. 6 alkyl; trihaloCi.galkyloxy; 
Ci. 6 alkyl; C^alkyloxy; Ci. 6 alkylcarbonyl; Cj. 6 ai;ky]oxyearbonyl; 

C^alkylsulfonyl; hydroxyC^alkyl; aryloxy; dKC^alkyl^mino; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Ci^aUcy], Ci^alkyloxy or trifluoromethyl 

[0141] Other embodiments of the compound according to paragraph [0136] include those in 
which the following are true (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to R 12 , R 13 , 
and R M , respectively, in paragraph [0136]): 
tis 1,2, 3, or 4; 

R* is hydrogen, halo, hydroxy, amino, nitro, C|*alkyl, Ci, 6 alkyloxy, trifluoromethyl or 

di(Ci^alkyl)amind; . ••" 
-L- is a direct bond or a bivalent radical selected from Ci_ 6 alkanediyl, 

Ci^alkanediyloxy, amino or carbonyl; 
R* is hydrogen, hydroxy, amino, hydroxyCusalkyl, Ci^alkyl, Ci^alkyloxyi . 

arylC^alkyl, aminocam^^ 

di(Ci. 6 alkyl)aminoC 1 . 6 alkyI; 

Ha) . : "; 

V is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), .(a-8), ( a -9), • 
. (HD),(a-ll),(a-12),(a-13),(a-14),(a-15),(a^^^ 

. . (a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), .(a-32), 
' (ar33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44), 
(a-45),(a-46),(a-47);(a-48)and(a-51);. ' ' 
each s is independently 0, 1, 2, 3 or 4; 
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R 5 is hydrogen; halo; hydroxy, ^amino; irirro; trihaloe 1 . 6 aIkyl; trihaloCi- 6 alkyloxy; ,- 
Ci.ealkyl; C^alkyloxy; Cj^alkylcarbonyl; C 1 . 6 alkyloxycarbonyl; • • 
Cjlealkylsulfonyl; hydroxyCi. 6 aIkyl; aryloxy; di(C 3 . 6 alkyl)amino; cyano; , 
. thiophenyl; furanyl; furanyl substituted with hydroxyCi^alkyl; benzofuranyl; 
• imidazolyl; oxazolyl; oxazolyl substituted with ary] and C^alfcyl; . V 
. Ci^alkyltriazolyl; tetrazolyl; pyrrolidinyl; pjTtolyl; morpholinyl; • ' 
Cjlealkylmorpholinyljpiperazinyl; 
' Ci. 6 alkyipiperazinyl; hydroxyCi.gaikylpiperazinyl; 

Ci^aHcyloxypiperidinyl; pyrazolyl; pyrazolyl substituted with one.or two 
substituents selected from Q.ealkyl or uihaloC^alkyl; pyridinyl; pyridihyl 
substituted with Ci. 6 alkyloxy, aryloxy or aryl; pyrimidinyl; quinolinyl; indole; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Ci. 6 alkyl, C^alkyloxy or trifluoromethyl; 
R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi. 6 alkyl; trihaloCi^alkyloxyi 

C X - 6 aMcyl; C^alkyloxy; Ci. 6 alkylcarbonyl; Ci^alkyloxycarbonyl; 
Q-ealkylsulfonyl; hydroxyCi, 6 alkyl; aryloxy; di(C w alkyl)amino; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, C^alkyl, C^alfcyloxy or trifluoromethyl. 

[0142] Other embodiments of the compound according to paragraph [0136] are the following 
(wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to R 12 , R 13 , and R 14 , respectively, in 
paragraph [0136]): 
n is 1 or 2; 
t is 1,2, 3, or 4; 

^ . — CC — CF C — CH^ 
Qis . • x > or ^ ; 

R 2 is H or nitro: 

-L- is a direct bond or a bivalent radical selected from C^alkanediyl; R 4 is 
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hydrogen; . W is a radical selected from (a-l),(a~2), (a-3), (a-5), (a-6); (a-1'1), 
(a-18), (a-20), (a-21), (a r 32), (a-33), (a-47) or (a-51); each s is independently 0, 1, ' 
2, or 4; each R 5 and R 6 are independently selected from hydrogen; halo; 
trihaloCi. 6 alkyl; O^alkyl; Ci. 6 alkyl substituted with aryl and C 3 .jocycloalkyl; 
C^alkyloxy; Ci, 6 all^lcarbonyl;;benzofiiranyl; naphtalenylsulfonyl; pyridiny] 
substituted with aryloxy; phenyl; or phenyl substituted with one. substituetit 
independently selected from hydroxyC^aJkyl or morpholmyiC^alkyl. •. 

[0143] Other embodiments of the compound according to paragraph [0136] are the following 
(wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to R 12 , R 13 , and R 14 , respectively, in 
paragraph [0136]): 
n is 1; 



t is 0 or 1 ; X is nitrogen; i Y is nitrogen; 

Q is \ ,or \ ; 

R 2 is hydrogen; -L- is a direct bond; each R 3 , independently 



represents a hydrogen atom; R 4 is hydrogen; . . ^ is a radical selected from (a- 
6), (a-11), (a-20), (a-47) or (a-51); each sis independently 0, 1, or 4; and each R s 
and R 6 are independently selected from hydrogen; Ci_ 6 alkyl; Ci. 6 alkyloxy; ' 
naphtalenylsulfonyl; or aryl substituted with hydroxyCj^alkyl or . - . 
morpholinylCi^alkyl. • '-, ; ■ : . . 

[0144] Particular embodiments of the compound according to paragraph [0136] include the 
following 



HOv, 



N^CT CI 

oh ■. •_ 




90 



WO 2005/030705 



PCT/US2004/031591 




WO 2005/030705 



PCT/US2004/031591 





93 



WO 2005/030705 



PCT/US2004/031591 




WO 2005/030705 



PCT/US2004/031591 





in which the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 




wherein o, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with paragraph [0046], and preferably 
[0048] and [0049]: 

[0145] In the compounds of paragraphs [0136] - [0144], R 1 , R 2 , R 3 , and R 4 are preferably as 
defined in paragraphs [0048] and [0049]. In other embodiments of the compounds of paragraphs 
[0136] - [0144], R\ R 2 , R 3 , and R 4 are all H. 

[0146] In another embodiment, the invention comprises compounds of the following structural 
formula (8): 



(CH 2 ) n R 15 O 

\ II 

Z— C(R 13 ) 2 ) f N— S-(a) 
O 




(8) 



or a pharmaceutical^ acceptable salt thereof, wherein 
<Dis-NH 2 or -OH; 

R 1 is H or as defined in paragraph [0046]; 

R 2 , R 3 , and R 4 are as defined in paragraph [0046]; 
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n is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 




X is nitrogen or 



Y is nitrogen or 



Z is nitrogen or x ; 

R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, heterocyclyl, 
CrCs-cycloalkyl, heteroaryl, Ci-C r akyl, haloalkyl, Ci-C 7 -alkenyl, Ci-C 7 -alkynyl, Ci-C r acyl, Ci-C r 
alkyl-aryloxy, Ci-Cr-alkyl-arylsulfanyl, C r C7-alkyl-arylsulfinyl, Ci-C 7 -alkyl-arylsulfonyl, Ci-Cr-alkyl- 
arylaminosulfonyl, CrC^alkyl-arylamine, Ci-C r alkynyl-C(0)-amine, Cj-Cralkenyl^O-amine, C1-C7- 
alkynyl-R 9 , Ci-C 7 -alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, C r C r alkyl or Ci-C r alkoxy; 

R 12 is hydrogen, halo, hydroxy, amino, nitro, C^alkyl, Q^alkyloxy, trifluoromethyl, 
di(Ci-6alkyl)amino, hydroxyamino or naphtalenylsulfonylpyrazinyl; 

each R 13 independently represents a hydrogen atom and one hydrogen atom can be 
replaced by a substituent selected from aryl; 

R 14 is hydrogen, hydroxy, amino, hydroxyCi_ 6 alkyl, Ci^alkyl, Ci. 6 alkyloxy, 
arylCi-galkyl, aminocarbonyl, hydroxycarbonyl, aminoCi^aikyl, 
aminocarbonyJCi^alkyl, hydroxycarbonyJCi. 6 alkyl, hydroxyaminocarbonyl, 
Cj_ 6 alkyloxycarbonyl, Ci-galkylaminoC^alkyl or di(Ci.6aIkyl)aminoC 1 ^alkyl; 

R 15 is hydrogen, Chalky!, C 3 -iocycloalkyl, hydroxyCi-ealkyl, Ci.6alkyloxyCi_ 6 alkyl, 
di(C|.6alkyl)aminoCj.6alkyl or aryl; 
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(a-49) (a-50) < a " 5J > 
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wherein each s is independently 0, 1 , 2, 3, 4 or 5; 

each R 6 and R 7 are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloC U6 aIkyl; trihaloC]. 6 alkyJoxy; Ci^alkyl; Ci. 6 alkyl substituted with aryl and 
C 3 . 10 cycloalkyl; Ci. 6 alkyloxy; CLealkyloxyCLealkyloxy; Ci. 6 alkyIcarbonyl; 
Ci. 6 alkyloxycaroonyl; Ci. 6 alkyisulfonyl; cyanoC,. € alkyl; hydroxyd. 6 alkyl; 
hydroxyCi. 6 alkyloxy; hydroxyC]. 6 alkylamino; aminoCi^alkyloxy; 
di(Ci. 6 alkyl)aminocarbonyI;di(hydroxyCi^ 
di(Ci. 6 aIkyl)aminoCi^alkyloxy; di(C 1 . 6 alkyl)airinoCi.6alkylamino; 

di(C^ 6 alkyl)aminoCi.6alkylanlinoC^. 6 alkyl;arylsulfonyl;arylsulfonylamino; 

aryloxy; aryloxyCLgalkyl; aryIC 2 . 6 alkenediyl; di(Ci. 6 alkyl)amino; 

di(Ci. 6 alkyl)aminoCi-6alkyl; di(C 1 . 6 alkyl)amino(C^alkyl)amino; 

di(Ci. 6 alkyl)amino(C 1 . 6 alkyI)aminoCi^alky]; 

di(Ci. 6 alkyl)aminoC 1 ^alkyl(Ci.6alkyl)amino; 

di(Ci.6alkyl)aminoCi^alkyl(Ci.6alkyl)aminoCi. 6 alkyl; 

aminosulfonylamino(Ci.6alkyl)amino; 

anunosulfonylamino(Ci.6alkyl)aminoCi^alkyl; 

di(C 1 ^alkyl)aminosuIfonylan^no(C 1 . 6 allcyl)amino; 

di(C^6alkyl)aImnosulfonylamino(C^6alkyl)aminoCI.6alky]; cyano; thiophenyl; 

thiophenyl substituted with c«(Ci. 6 alkyI)aminoC I . 6 alkyl(Ci. 6 alkyl)aminoC t . 6 alkyl, 
di(Ci. 6 alkyI)aminoCi.6alkyl, Ci. 6 alkylpiperazinylCi. 6 alkyl, 
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hydroxyCi^alkylpiperazinylGi-^alkyl, 

hydroxyCi^alkyloxyCi^alkylpiperazinylC^ealkyi, 

di(Ci.6alkyi)aminosulfonylpiperazinylC 1 , <5 alkyl, 

Ci^alkyloxypiperidinyl, Ci^alkyloxypjperidinylCi^alkyi, morpholinylCi^alkyl, 
hydroxyCi-6alkyl(C|-6alkyl)aminoC|. 6 alky!,or di(hydroxyCi.6alkyl)aminoCi w 6alkyJ; 
furanyl; furanyl substituted with hydroxyCj^alky]; benzofuranyl; imidazolyl; 
oxazolyl; oxazolyl substituted with aryl and Ci^alkyl; Cj^alkyltriazolyl; tetrazolyl; 
pyrrolidinyl; pyrrolyl; piperidinylCi^alkyloxy; morpholinyl; Cj^alkylmorpholinyl; 
morpholinylCi.^alkyloxy; morpholinylCj^alkyl; morpholinylCj^alkykmino; 
morpholinylCi.6alkylaminoC].6alkyI; piperazinyl; Cinsalkylpiperazinyl; 
Ci^alkyipiperazinylCi^alkyloxy; piperazinylCi^alkyJ; 

naphtalenyJsulfonylpiperazinyl; naphtalenylsulfonylpiperidinyl; naphtalenylsulfonyl; 
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Ci. 6 alkylpipera2inylCi. 6 alkyl;Ci-6alkylpiperazinylC^ 6 aIkylaniino; 

Ci. 6 alky]piperazinyIC,. 6 aLkylaminoC 1 . 6 alkyl;Ci. 6 alkylpiperazinylsulfoTiyl; 

armnosulfonylpiperazinylCj, 6 alkyloxy; aminosulfonylpiperazinyl; 

aminosulfonylpiperazmylCi.6alkyl;dj(C|,6alkyl)aminosulfonylpiperazinyl; 

di(Ci. 6 alkyl)aminosulfony]piperazinylCj. 6 alkyl;hydroxyC 1 . 6 aIkyIpiperazinyl; 

hydroxyCi-ealkylpiperazinylCj^alkyl; Ci .^alkyloxypiperidinyl; 

Ci. 6 alkyloxypiperidiny]Ci.6alky];piperidinylaminoCi.6alky]anuno; 

piperidinylaniinoCj.galkyJaininoCi.ealkyl; 

(Ci. 6 alkylpipeiidinyl)(hydroxyC|. 6 a]kyJ)aiiiinoCi. 6 alkylamino; 

(C 1 . 6 alkylpiperidinyl)(hydroxyCi.6a1kyl)aminoCi. 6 alky]aminoC 1 . 6 alkyl; 

hydroxyCj .ealkyloxy Ci .6alky Ipiperazinyl ; 

hydroxyCi.galkyloxyCi^alkylpiperazinylCi^alkyl; 

(hydroxyCi^alkylXQ.edkyOanuno^^ 

hydroxyCi^alkylaminoCi. 6 alkyl;di(hydroxyCi. 6 alkyl)aminoCi. 6 alkyl; 
pyrro!idinylCi_ 6 alkyl; pyrrolidinylCi^alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl 
substituted with two substituents selected from Ci. 6 alkyl ortrihaIoCu 6 alkyl; 
pyridinyl; pyridinyl substituted with C^alkyloxy, aryloxy or aryl; pyrimidinyl; 
tetrahydropyrimidinylpiperazinyl;tet^ 

quinolinyl; indole; phenyl; phenyl substituted with one, two or three substituents 
independently selected from halo, amino, nitro, Chalky!, Ci^alkyloxy, 

hydroxyC w alkyl t trifluoromethyl, trifluoromethyloxy, hydroxyCt.4alkyloxy, 
Ci^alkylsulfonyl, Ci, 4 alkyloxyCMalkyloxy, Ci^alkyloxycarbonyl, 
aminoCi. 4 alkyloxy, di(C].4alkyl)aminoCi^alkyloxy, di(Ci^alkyl)amino, 
di(Ci.4alkyl)aminocarbonyl, di(C M alkyl)aminoCi.4alkyl, 
di(Ci^alkyI)aminoCi^alkylaminoC|.4alkyl, 

di(Ci^a!ky!)amino(Ci.4alky])anTm 
di(CMalkyl)aminoCi^alkyl(Ci.4a3kyi)amino, 
di(CMalkyl)aminoCMalkyl(CMalkyi)aminoCi-4alkyl, 
aminosulfonylamino(Ci ^alky^amino, 
aminosulfonylamino(C] ^alkyl)ajninoCi.4alkyl, 
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di(Ci.4alkyl)aminosulfoiiyIamino(Ci-4a]kyl)aniiTio, 
di(Ci.4alkyl)aminosulfonylamino(C] ^alkyl)aminoCi.($alkyl, cyano, 
piperidinylCMaikyloxy, pyrrolidinylCMalkyloxy, aminosulfonylpiperazinyl, 
ammosulfonylpiperaziny1C M aikyl, di(C N4 alkyl)aminosulfonylpiperazinyl, 
diCCi^alkyOaminosulfonylpiperazinylCiwtalkyl, hydroxy Ci^alkylpiperazinyl, 
hydroxyCi^,alkylpiperazinylCi.4alkyl, Ci^alkyloxypiperidtnyl, 
Ci. 4 a]kyioxypiperidinylCi4alkyl, hydroxyCi^alkyloxyCi^alkylpiperazinyJ, 
hydroxyC j.4alkyloxyC w a]kyIpiperazinylCj. 4 alkyI t 

(hydroxyCi- 4 a]tyI)(CM^yl)am^ 

di(hydroxyC,. 4 alkyl)amino, di(hydroxyC M alkyl)aminoCi-4alkyl, furanyl, furany] 
substituted with -CH=CH-CH=CH-, pynx>HdinylCi. 4 alkyl, pyrrolidinylCt. 4 alkyloxy, 
morpholinyl, morpholinylCi. 4 alkyloxy, morpholinylCj^alkyi, 
morpholmylCMalkylamino, morphoIinylCMalkylaminoCi^alkyU piperazinyl, 
C M alkylpiperazinyl, Ci^alkylpiperazmyiCMalkyloxy, piperazinylC j^alkyl, 
Ci^alkylpiperazinylCi. 4 aIkyl, C M alkylpiperazinylCi. 4 alkylamino, 
Ci^alkylpiperazinylCi. 4 alkylaminoCi^ 

tetrahydropyrimidinyIpiperaziny]Ci. 4 alkyI, piperidiny]aminoCi. 4 alkylamino, 
piperidinylaminoCi. 4 alky]amiiioCMalky], 
(Ci, 4 ancylpiperidinyl)(hydroxyCi. 4 alkyl)aminoCMalkylamino, 
(Ci^alkylpiperidinyiXhydroxyCwalkyO^ 

pyridinylC I . 4 alkyloxy,hydroxyCi. 4 alkylaamno,hydroxyCi. 4 alkyIaminoCM 

di(CMalkyi)aminoCi. 4 alkylamino, aminothiadiazolyl, 

aminosulfonylpiperazinylCi. 4 alkyloxy, or thiophenylC M alkylamino; 
each R 6 and R 7 can be placed on the nitrogen in replacement of the hydrogen; 
aryl in the above is phenyl, or phenyl substituted with one or more substituents each 

independently selected from halo, Ci^alkyl, Ct^alkyloxy, trifluoromethyl, cyano or 

hydroxycarbonyl. 

[0147] Other embodiments of the compound according to paragraph [01461 are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , R 4 and R 5 in this paragraph corresponds 
to R 12 , R 13 , R 14 , and R 15 , respectively, in paragraph [0146]): 
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n is 0, 1 or 2; 
tis 0, 1,2 or 3; 

QiS ^ > 



C-C — C < CH^ 

^ , \ , or \ 



R 2 is hydrogen, Cj^aiKyi ornapntaienyisuironylpyrazinyl; 
each R independently represents a hydrogen atom; 
R 4 is hydrogen, hydroxy, hydroxyCi_ 6 alkyl or Ci. 6 alkyloxy; 
R 5 is hydrogen, Ci^alkyl, hydroxyCi. 6 aJkyl or C^lkyloxyCi^alkyl; 



-0 



is a radical selected from (a-1), (a-7) or (a-20); 
each s is independently 0 or 1; 

each R 6 is independently selected from hydrogen; thiophenyl; furanyl; benzofuranyl; 
phenyl; or phenyl substituted with one substituents independently selected from 
Ci_ 6 alkyl, Ci. 6 alkyloxy, hydroxyCMalkyl, CMalkylsulfonyl ordi(C M alkyl)amino; 
each R 7 is independently selected from hydrogen. 

[0148] Other embodiments of the compound according to paragraph [0146] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , R 4 and R 5 in this paragraph corresponds 
to R 12 , R 13 , R u , and R 15 , respectively, in paragraph [0146]): 

n is 1 or 2; 

■tisO, 1,2 or 3; 

_ , — gcT y / 

QlS ^> CR CH 

\ ,or \ ; 

R 2 is hydrogen or Chalky]; 
each R 3 independently represents a hydrogen atom; 
R 4 is hydrogen; 

R 5 is hydrogen or Ci.6alkyloxyCi. 6 alkyl; 

—G) 

^ ' is a radical selected from (a-1) or (a-20); 
each s is independently 0 or 1; 

each R* is independently selected from hydrogen; thiophenyl; furanyl; benzofuranyl; 
phenyl; or phenyl substituted with one substituents independently selected from 
Cj^alkyl, Ci.6 a lkytoxy> hydroxyC^alkyl or di(CMalkyI)amino. 
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[0149] Other embodiments of the compound according to paragraph [0146] are those in which 
R 12 is H. 

[0150] Other embodiments of the compound according to paragraph [0146] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , R 4 and R 5 in this paragraph corresponds 
to R 12 , R 13 , R 14 , and R 15 , respectively, in paragraph [0146]): 
tis 0; 

R 2 is hydrogen, halo, hydroxy, amino, nitro, Cj^alkyl, C|. 6 alkyloxy, trifluoromethyl 

or di(Ci^alkyl)amino; 
i R 4 is hydrogen, hydroxy, amino, hydroxyC^alkyl, Ci. 6 alkyl, Ci. 6 alkyloxy, 

arylC|.6alkyl, aminocarbonyl, anunoCi-salkyl, Ci.gallcylaimnoCj.galkyI or 

di(Ci- 6 alkyl)aminoCi.6alkyl; 
R 5 is hydrogen 



-<E) 



a; 

is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), 
(a-10), (a-11), <a-12), <a-13), <a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), 
(a-21), (a-22), (a-23), (a-24), (a-2S), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), 
(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), <a-41), (a-42), (a-44), 
(a-45), (a-46), (a-47), (a-48) or (a-51); 
each s is independently 0, 1, 2, 3 or 4; 

R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi-galkyl; trihaloC].<5alkyloxy; 
C^aUcyl; Ct_6alkyloxy; Ci^alkylcarbonyl; C|.6alkyloxycarbonyI; 
Ci^alkylsulfonyl; hydroxyCi^alkyl; aryloxy; di(Ci.6alkyl)amino; cyano; 
thiophenyl; furanyl; furanyl substituted with hydroxyCi^alkyl; benzofuranyl; 
imidazolyl; oxazolyl; oxazolyl substituted with aryi and C|.6alkyl; 
Ci-ealkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; 
Ci-ealkylmorpholinyl; piperazinyl; Ci,6alkylpiperazinyl; 
hydroxyCi-ealkylpiperazinyl; Ci-galkyloxypiperidinyl; pyrazoly; pyrazolyl 
substituted with one or two substituents selected from Chalky! or trihaloC[.6alkyl; 
pyridinyl; pyridinyl substituted with Cj.ealkyloxy, aryloxy or aryl; pyrimidinyl; 
quinolinyl; indole; phenyl; or phenyl substituted with one or two substituents 
independently selected from halo, Ci^alkyl, Ci^alkyloxy or trifluoromethyl; 
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R 7 is hydrogen; halo; hydroxy; amino; nitro; trihaloC^alkyl; trihaloCi^alkyloxy; 
C^alkyl; CV 6 alkyloxy; Ci_ 6 aJkyIcarbonyl; Cj.galkyloxycarbonyl; 

Q^alkylsulfonyl; hydroxyCi. 6 alkyl; aryloxy; di(Ci. 6 alkyl)amino; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Ci_ 6 aJkyl, Ci^alkyloxy or trifluoromethyl. 

[0151] Other embodiments of the compound according to paragraph [0146] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , R 4 and R 5 in this paragraph corresponds 
to R 12 , R 13 , R M , and R 15 , respectively, in paragraph [0146]): 

I R s is hydrogen, Ci^alkyl, C 3 .iocycloalkyl, hydroxyC]. 6 alkyl t Ci. 6 alkyloxyCi- 6 aIky 
or di(Ci.ealkyl)aminoCi.5alkyl; 

v-^ is a radical selected from (a-1), (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8) 
(a-9), (a-10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), 
(a-20), (a-21), (a-22), (a-23), (a-24), (a-25), (a-26), <a-27), (a-28), (a-29), (a-30), 
(a-31), (a-32), (a-33), (a«34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), 
(a-42)(a-43)or(a-44); 

1) each R and R are independently selected from hydrogen; halo; hydroxy; amino; 
nitro; trihaloCi. 6 alkyl; trihaloCj. 6 alkyloxy; Chalky!; Cj^alkyloxy; 
C 1 . 6 alkyloxyCi. 6 alkyloxy; Ci. 6 aikyIcarbonyl; C^alkylsulfonyl; cyanoCi. 6 alkyl; 
hydroxyCj-galkyl; hydroxyCi- 6 alkyloxy; hydroxyCi. 6 alkylamino; 
aminoCi. 6 alkyloxy;di(Ci.6alkyl)aniinocarbonyl;di(hydroxyCi.6a!kyl)amino; 
arylCi,$alkyl)amino; di(Ci.<$alkyl)aminoCi.6alkyloxy; 
di(Ci.6alkyl)aminoCi.6alkylamino; arylsulfonyl; arylsulfonyl amino; 
aryloxy, arylC2.6alkenediyl; di(C|^alkyl)amino; 

di(Ci^alkyI)aminoCH5alkyi;di(Ci.6alW 

cyano; thiophenyl; thiophenyl substituted with 
di(Ci.6alkyl)aimnoCi.<5alkyl(C t -^^ 

C].6alkylpiperazinylCi.6alkyl or di(hydroxyCi-6alkyl)aminoCn5alkyl; furanyl; 
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imidazolyl; Ci.6alkyltriazolyl; tetrazolyi; pyrrolidinyl; piperidinylCj^alkyloxy; 
morpholinyl; Ci^alkylmorpholinyl; morphoHnylCj^alkyloxy; 
morpholinylCi^alkyl; Ci.galkylpiperazinyl; Ci.6alkylpiperazmylCj.6alkyloxy; 
C i.galkylpiperazinylC i^alkyl; C i^alkylpiperazinyl sulf ony 1 ; 
aminosulfonylpiperazinylCi-galkyloxy; aminosulfonylpiperazinyl; 
aminosulfonylpiperazinylC^alkyl;di(Ci.6alkyl)aminosulfonylpiperazinyl; 
di(C i .galkyOaminosulfonylpiperazinylCi .ealkyi ; hydroxyC j^alkylpiperazinyl ; 
hydroxyCi^alkylpiperazmylCt^alkyl; Ci^alkyloxypiperidinyl; 
C i^alkyloxypiperidinylC i . 6 alkyl; hydroxy C j ^alkyloxyC j _ 6 alky]piperazinyl ; 
hydroxyCi-galkyloxyCi-ealkylpiperazmylCi^alkyl; 

(hydroxyCi.6aIkyl)(Ci-6alkyl)amino; (hydroxyCt^alkylXCi^alkyOaminoCi^alkyl; 
pyrrolidinylCi.6alkyloxy; pyrazolyl; thiopyrazoiyl; pyrazolyl substituted with two 
substituents selected from Chalky! or triihaIoCi.6alkyl; pyridinyl; pyridinyl 
substituted with Ci^alkyloxy or aryl; pyrimidinyl; quinolinyl; indole; phenyl; phenyl 
substituted with one, two or three substituents independently selected from halo, 
amino, Chalky!, Ci^alkyloxy, hydroxyCi^alkyl, trifluoromethyl, 
trifluoromethyloxy, hydroxyCj^alkyloxy, Ci^alkyloxyCMalkyloxy, 
aminoCi^alkyloxy, di(Ci.4alkyl)aminoC l . 4 alkyIoxy, di(Ci_4alkyl)amino, 
di'(Ci.4aUcyl)aminoCi. 4 alkyI,d^^ 

piperidinylCi-4alkyloxy, pyrrolidinylCi. 4 alkyloxy, aminosulfonylpiperazinyl, 
aminosulfonylpiperazinylCi^alkyl,o^(CMalkyl)aminosulfonylpiperazinyl, 
diCCi^alkyOaminosulfonylpiperazinylCi^alkyl.hydroxyCi^alkylpiperazinyl, 
hydroxyCi^alkylpiperazinylCMalkyl,Ci. 4 alkyloxypiperidinyl, 
Ci^alkyloxypiperidinylCi^alkyl, hydroxyCMalkyloxyCMalkylpiperazinyl, 

hydroxyC w alkyloxyCt.4alkylpiperazinylCMalkyl, 

(hydroxyCMalkyl)(Ci. 4 alkyl)aniino,(hydroxyCMalkyl)(Gi4alkyl)attiinoC M aIkyl, 
pyrrolidinylCi-4alkyloxy, morpholinylCt. 4 alkyloxy, morpholinylC M alkyl, 
Ci.4alkylpiperazinyl,Ci-4alkyipiperazinylCi.4aIkyloxy, 
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Ci .4alkyIpiperazinylC galley 1 , 
hydroxyCi_4alky]amino, di(hydroxyC 1 .4alky])amino, 
di(CMalkyl)amiiioCi^alkylamiiio,aminothiadiazoIyl, 
aminosulfonylpiperazinylCi^alkyloxy, or thiophenylCi^alkylamino. 

[0152] Other embodiments of the compound according to paragraph [0146] include those in 
which the following are true (wherein each of R 2 , R 3 , R 4 and R 5 in this paragraph corresponds to R 12 , 
R 13 , R 14 , and R 15 , respectively, in paragraph [0146]): 

R 5 is hydrogen, Ci. 6 alkyl, C 3 . 10 cycloalkyl, hydroxyCi^alkyl, Ci-galkyloxyC^galkyl or 
di(Ci.6alkyl)aminoCi.6alkyl; 



v — ' is a radical selected from (a-1), (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), 
(a-9), (a-10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), 
(a-20), (a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-27), (a-28), (a-29), (a-30), 
(a-31), (a-32), (a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), 
(a-42)(a-43) or(a-44); 
each R 6 and R 7 are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloCj-ealkyl; trihaloCi^alkyloxy; Ci^alkyl; Ci.ealkyloxy; 
Ci-«allcyloxyCi. 6 alkyloxy; Cj^alkylcarbonyl; Ci.galkylsulfonyl; cyanoCi.galkyl; 
hydroxyCi.galkyl; hydroxyCi_<;alkyloxy; hydroxyCj.ealkylamino; 

aminoCi.<>aIkyloxy; di(C|.6alkyl)aminocarbony]; di(hydroxyCi.6alkyl)amino; 
aryICi^alkyl)amino; di(Ci.6alkyl)aminoCi.6alkyloxy; 
di(Ci.6alkyl) { "™ n oCi.6alkylamino; aryisalfonyl; arylsulfonylamino; 
aryloxy; arylC2-6alkenediyl; di(Ci.<5alky])amino; 
di(C].6alkyl)airano^6alkyl;di(Ci^ 
cyano; thiophenyl; thiophenyl substituted with 

cU(Ci.6alkyl)aminoCi.6alkyl(Ci.6alkyl)aminoCi.6alkyl, cfi(Ci.6alky])aminoCi_6alkyI, 
C^alkylpiperazinylCi-ealkyl or ^(hydroxyC^alkyOaminoC^alkyl; furanyl; 

imidazolyl; Cj.ealkyltriazolyl; tetrazolyl; pyrrolidinyl; piperidinylCi_6alkyloxy; 
morpholinyl; Ci^alkylmorpholiny]; morphohnylC^alkyloxy; 
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morpholinylCj^alkyl; C^alkyipiperazinyl; Q^alkylpiperazinylCi^alkyloxy; 
Ci-6alkylpiperazinylC]^alkyl; Ci.galkylpiperazmylsulfonyi; 
anMnosulfonylpiperazinylC \ .galkyloxy ; aminosulfonylpiperazinyl; 
aminosuifonylpiperazinylCi^alkyl; di(Cj^alkyl)aminosulfonylpipera2inyl; 
di(C|^aIkyl)aminosulfonylpiperazm^^ 
hydroxyCi^alkylpiperazinylCi^alkyl; Ci ^alkyloxypiperidinyl; 
Ci^alkyloxypiperidinylCi^alkyl^ 
hydroxyCi^alkyloxyCi^alkylpiperazinylCj^alky]; 
(hydroxy^6a!kyl)(Ci^alkyl> 

pyrrolidinylCi-6alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl substituted with two 
substituents selected from C^galkyl or tahaloCj-6alkyl; pyridinyl; pyridinyl 
substituted with Ci^alkyloxy or aryl; pyrimidinyl; quinolinyl; indole; phenyl; phenyl 

substituted with one, two or three substituents independently selected from halo, 
amino, Chalky!, Ci^alkyloxy, hydroxyCi^alkyl; trifluoromethyl, 
trifluoromethyloxy, hydroxyCi^alkyloxy, CMalkyIoxyC|.4alkyloxy, 
aminoCf^alkyloxy, di(Ci^aIkyl)aminoCi^aIkyloxy, di(Ci_4alkyl)amino, 
d3(Ci. 4 alkyl)aminoCi^aIkyl, di(Ci.4alkyl)aminoCi^a]kyl(Ct.4alkyl)aminoCi^alkyl t 
piperidinylCi^alkyloxy, pyrrolidinyIC|, 4 alkyloxy; aminosulfonylpiperazinyl 
aminosulfonylpiperazinylCi^a^^ 

di(Ci.4aikyl)aminosulfonylpiperazinyJCi.4alkyI, hydroxyCi^aikylpiperazinyl, 
hydroxyCi. 4 alkylpiperazinylCi, 4 alkyl, Ci^alkyloxypiperidinyl, 
Ci^alkyloxypiperidinylCj^alkyl, hydroxyCMalkyloxyCf^alkylpiperazinyl, 
hydroxyCi^alkyloxyCi^alkylpiperazinylCi^alkyl, 

(hydroxyCi^alkyl)(Ct-4alkyl)amino t (hydroxyCi^alkyl)(Ci^alkyl)aminoCi^alkyl, 

pyrrolidinylCi^alkyloxy, morphoIinylCi^alkyloxy, morpholinylCi^alkyl, 

Ci^alkylpiperazinyl, Ci^alkylpiperazinylCf^alkyloxy, 

Ci^alkylpiperazinylC u 4 alkyl 7 

hydroxyC \ ^alkylamino, di(hydroxyC t .4al ky!)amino> 

di(Ci^alkyl)aminoCjwialkylamino f aminothiadiazolyl, 
aminosulfonylpiperazinylCi^aikyloxy, ox thiophenylCi^alkylamino, 
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[0153] Other embodiments of the compound according to paragraph [0146] include those in 
which the following are true (wherein each of R 2 , R 3 , R 4 and R 5 in this paragraph corresponds to R 12 , 
R 13 , R 14 , and R 15 , respectively, in paragraph [0146]): 
tis 0; 

R 2 is hydrogen, halo, hydroxy, amino, nitro, Ci. 6 alkyl, Ct-ealkyloxy, trifluoromethyl or 

di(C|^alkyl)amino; 
R* is hydrogen, hydroxy, amino, hydroxyC^alkyl, C,. 6 alkyl, 

Ci. 6 alkyloxy, arylCi-ealkyJ, aminocarbonyl, aminoCi. 6 alkyl, 

Ci.6alkylaminoCi. 6 alkyl or di(C].6alkyl)aminoCi.<5alkyl; 
R 5 is hydrogen; 

is a radical selected from 
(a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), (a-10), (a-11), (a-12), (a-13), (a-14), 
(a-15), <a-16), (a-17), (a-18), (a-19), (a-20), (a-21), (a-22), (a-23), (a-24), (a-25), 
(a-26), (a-28), (a-29), (a-30), (a-31), (a-32), <a-33), (a-34), (a-35), (a-36), (a-37), 
(a-38), (a-39), (a-40), (a-41), (a-42), <a-44), (a-45). (a-46), (a-47), (a^8) or (a-51); 
each s is independently 0, 1, 2, 3 or 4; 

R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloCj^alkyl; trihaloCt.galkyloxy; 
Ci-6alkyl; Ci^alkyloxy; C|.6alkylcarbonyl; Cj^alkyloxycarbonyl; 
Ci-galkylsulfonyl; hydroxyCi.<jalkyl; aryloxy; di(Ci.6alkyl)amino; cyano; thiophenyl; 
furanyl; furanyl substituted with hydroxyCj^alkyl; benzofuranyl; imidazolyl; 
oxazolyl; oxazolyl substituted with aryl and Ci^alkyl; 
Ci-ealkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; 
Ci.galkylmorpholinyl; piperazinyl; Cj^alkylpiperazinyl; 
hydroxyCi.6alkylpiperazinyl; Cj^alkyloxypiperidinyl; pyrazoly; pyrazolyl 
substituted with one or two substituents selected from C^alkyl or trihaloCi^alkyl; 
pyridinyl; pyridinyl substituted with Ci^alkyloxy, aryloxy or aryl; pyrimidinyl; 
quinolinyl; indole; phenyl; or phenyl substituted with one or two substituents 
independently selected from halo, Ci^alkyl, Ci^alkyloxy or trifluoromethyl; and 

R 7 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi.ealkyl; trihaloCi^alkyloxy; 
Ci^alkyl; Cj.6alkyloxy; Ci.galkylcarbonyl; Ci.galkyloxycarbonyl; Ct^alkylsulfonyl; 
hydroxyC|.6alkyl; aryloxy; di(Ci.6alkyl)aimino; cyano; pyridinyl; phenyl; or phenyl 
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substituted with one or two substituents independently selected from halo, Cj^alkyl, 
Ci^alkyloxy or trifluoromethyl. 

[0154] Other embodiments of the compound according to paragraph [0146] include those in 
which the following are true (wherein each of R 2 , R 3 , R 4 and R 5 in this paragraph corresponds to R 12 , 
R 13 , R 14 , and R 15 , respectively, in paragraph [0146]): 

n is 0, 1 or 2; t is 0,1, 2 or 3; Qis — cr^ — ch^ . 

? \ , or , 

R 2 is hydrogen, C|_$alkyl or naphtalenylsulfonylpyrazinyl; each R 3 independently 

represents a hydrogen atom; R* is hydrogen, hydroxy, hydroxyCi^alkyi or 
Ci-galkyloxy; R 5 is hydrogen, Cj^aUcyl, hydroxyC^alkyl or Ci. 6 alJcyloxyC].6alkyl; 
— (a) 

V — / is a radical selected from (a-1), (a-7) or (a-20); each s is independently 0 or 
1; each R 6 is independently selected from hydrogen; thiophenyl; furanyl; 
ben2ofiiranyl; phenyl; or phenyl substituted with one substituents independently 
selected from Ci^alkyl, Ci^alkyloxy, hydroxyCi^alkyl, Ci^alkylsulfonyl or 
di(Ci4alkyI)amino and each R 7 is independently selected from hydrogen* 

[0155] Other embodiments of the compound according to paragraph [0146] include those in 
which the following are true (wherein each of R 2 , R 3 , R 4 and R 5 in this paragraph corresponds to R 12 , 
R 13 , R 14 , and R 15 , respectively, in paragraph [0146]): 

nislor2; tisO,I,2or3; Qis """^ , ~ CR C ~ CH C ; 

R 2 is hydrogen or Ci^alkyl; each R 3 independently represents atiyorogen atom; R 4 is 

hydrogen; R 5 is hydrogen or Ci^alkyloxyCi^a^yU is a radical selected 

from (a-I) or (a-20); each s is independently 0 or 1; and each R 6 is independently 
selected from hydrogen; thiophenyl; furanyl; benzofuranyl; phenyl; or phenyl 
substituted with one substituents independently selected from Chalky!, Ci^alkyloxy, 
hydroxyCi^alkyl or di(C|^alkyl)amino* 

[0156] Particular embodiments of the compound according to paragraph [0136] include the 
following 
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HO-N11 \=N V — ' X N JO 




HO-NH ^==N > ' R^/* 

o-o 




HO-NH ^ V_/ ^> 

€>-0 


HO— NH \=N \— ' tf\j> 

cPb \ 


HO-NH ^ 11 A, P~" 

o-o 


HO— KH H '^/> 




VO-CH 



in which the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 
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wherein d>, R\ R 2 , R 3 , and R 4 are as defined in accordance with paragraph [0046], and preferably 
[0048] and [0049]. 

[0157] In the compounds of paragraph [0146] - [0156], R 1 , R 2 , R 3 , and R 4 are preferably as 
defined in paragraphs [0048] and [0049]. In other embodiments of the compounds of paragraphs 
[0146] - [0156], R\ R 2 , R 3 , and R 4 are all H. 

[0158] In another embodiment, the invention comprises compounds of the following structural 
formula (9): 



R 



1 




R 13 



r 



«\H 2 ) n O 



-N Z — L— C-N— (a) 
R 14 

R 12 (9) 
or a pharmaceutically acceptable salt thereof, wherein 
4> is -NH 2 or -OH; 

R 1 is H or as defined in paragraph [0046]; 

R 2 , R 3 , and R 4 are as defined in paragraph [0046]; 

n is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 



•♦ — CC CR^ CH 

;Q is nitrogen or ^ , \ , or 



. Y is nitrogen or 



X is nitrogen or 



— CH" 

Z is nitrogen or *"* ; 
R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, heterocyclyl, 
CrC^ycloalkyl, heteroaryl, C r C r akyl, haloalkyl, Ci-Cy-alkenyl, CrC r alkynyl, Ci-Cracyl, Ci-C r 
alkyl-aryloxy, Ci-Cr-alkyl-arylsulfanyl, Ci-Cr-alkyl-arylsulfinyl, Ci-Cr-alkyl-arylsulfonyl, Ci-C 7 -alkyl- 
arylaminosulfonyl, Ci-C7-alkyl-arylamine, Ci-C r alkynyl-C(0)-amine ( C r C r alkenyl-C(0)-amine, Ci-C r 
alkynyl-R 9 , C r C r alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, C r C r alkyl or Ci-C r alkoxy; 



116 



WO 2005/030705 



PCT/US2004/031591 



R 12 is hydrogen, halo, hydroxy, amino, nitro, C^alkyl, Ci. 6 aIkyloxy, trffluoromethyl, 
di(Ci^alkyl)amino, hydroxyamino or naphtalenylsulfonylpyrazinyl; 

R 13 is hydrogen, hydroxy, amino, hydroxyCi_ 6 alkyl, Ci. 6 alkyl, C^aDcyloxy, 
arylCi. 6 alkyl f aminocarbony3, hydroxycarbonyl, aminoC 3 . 6 alkyl, 
arainocarbonylCi^alkyl, hydroxycarbonylCi. 6 alkyl, hydroxyarainocaibonyl, 
Ci-ealkyloxycarbonyi, Ci-galkylaminoC^alkyl or di(C 1 . 6 alkyl)aminoC J . < 5allcyl; 

when Z is equal to nitrogen, then-L- is a direct bond; 

when Z is equal to ^ , then -L- is -NH- or the bivalent radical 
-Ci. 6 alkanediylNH-; 

R 14 is hydrogen, C^ealkyl, C 3 -i 0 cycloaflcyl, hydroxyCj^alkyl, Q-ealkyloxyC^alkyl, 
di(Ci. 6 alkyl)aminoCi.6alkyl or aryl; 

is a radical selected from 



"0 

(a-1) 


(a-2) 


(a-3) 


^0 

(a-4) 




(a-6) 


Ma 

(a-7) 


(a-8) 


(a-9) 


(a-10) 


(a-ll) 


(a-12) 
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wherein each s is independently 0, 1, 2, 3, 4 or 5; 

each R 5 and R 6 are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloC 1 _6allcyl; tribaloCi-ealkyloxy; Ci^alkyl; Ci-ealkyl substituted with aryl and 
C3-it>cycloalkyl; Ci^alkyloxy; Ci^alkyloxyCi^alkyloxy; Ci^alkylcarbonyl; 
Ci^alkyloxycarbonyl; Ci^allcylsulfonyl; cyanoC].($alkyl; hydroxyCi^alkyl; 
hydroxyCi^alkyloxy; hydroxyCi.6alkylaniino; aminoCi-6alkyloxy; 
di(^6alkyl)aniinocarbonyl; di(hydroxyC].6alkyl)amino;(aryl)(Ci.6alk)'l)ainino; 
di(Ci-6alkyl)aminoCi.6alkyloxy; di(C^alkyl)aminoCi^alky]arnino; 
di(Cj.ea]kyl)aniinoCi.5aIkylammoCi-(salkyl; arylsulfonyl; arylsulfonylamino; 
aryloxy; aryloxyCi^alkyl; arylC2-6alkenediyl; di(Ci.6alkyl)amino; 
di(Ci.6alkyl)aminoCi.6alkyl; di(Ci-6alkyl)amino(Ci.<salkyl)amino; 
dCCi^alkylJarnino^i^alky^aminoCi^alkyl; 
di{Ci^alkyl)aminoCi. 6 alkyl(Ci.6alkyl)amino; 
di(Ci^alkyl)aminoCi. 6 alkyl(Ci. 6 alkyl)aminoCi-6alkyl; 
aminosulfonylanimo(Ci.6alkyl)aniino; 
ammosulfonylaimno(Ci. 6 a^ 

dCC^alky^aminosulfonylaminoCCi^al^amino; 

di(C^aityl)aminosulfony^ cyano; thiophenyl; 

thiophenyl substituted with diCCi-Galky^armnoC^a^ 
di(Ci^alkyl)aminoC^alkyl, C^aJkylpiperazinylC^alkyl, 
hydroxyCi.6alkylpiperazmylC I . 6 alkyl, 
hydroxyCi. 6 alkyloxyCi. 6 alkylpiperazinylCi^alkyl, 
di(Ci. 6 alkyl)aminosuIfonylpiperazinylCi^alkyl, 

C^alkyloxypiperidinyl, Ci. 6 aIkyloxypipeiidinylC 3 . (5 alkyl ) morpholinylCi^alkyl, 
hydroxyCi. 6 a3kyl(Ci^alkyl)aminoCi. 6 allcyl > or di(hydroxyCj^alkyl)aminoCi. 6 alkyl; 
furanyl; furanyl substituted with hydroxyCi^alkyl; benzofuranyl; imidazolyl; 

oxazolyl; oxazolyl substituted with aryl and C^alkyJ; Ci^aJkyltriazolyl; tetrazolyl; 
pyxroUdinyl; pyirolyljpipejridinylC^alkj'Ioxyi morpholinyl; Ci. 6 alkylmorpholinyl; 
morpholinylCi.6alkyloxy; 

moipho3mylCi, fi alkyI;morpholinyICi. 6 alk}'Jamino; 
morphoHnylCj.galkylaminoCi.ealkyl; piperazinyl; C^alkylpiperazinyl; 
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C 1 . 6 alkylpiperazinylC I . 6 aIkyJoxy;piperazinyICi-6allcyl; 

naphtalenylsulfonylpiperazmyl;naphtalenylsul^^^ 
C I . 6 ailcylpiperazinylC 1 . 6 aIkyi; C^aJkylpiperazinylCi^alkylamino; 
C^ ( ^7lpjperazinylC^ 6 alkylatIJitloC 1 . 6 aEcyl; Ci-ealkylpiperazmylsulfonyl; 
aminosuIfonylpipemzraylCi^al^Ioxy; ammosulfonyjpiperazinyl; 
aimnosuIfonyIpiperazmylC 1 . 6 alkyl;di(Ci. 6 alkyl)airdn^ 
^(Ci.ealkyJJarainosDifonylpiperazinylC^alkyl; hydroxyC^alkylpiperazinyl; 
hydroxyCi- 6 alkylpiperazinylC 1 . 6 alk}a; C^alkyloxypiperidinyl; 
Ci^alkyloxypipeiidmylC^alky^pip^ 

piperi<KnyiamiiioCi»6aIkylamiiioCi-6alkyI; 
(Ci^alkylpiperidmylMiydroxy^ 

(Ci^allcylpiperidinyl)(hyd^ 
hydroxyCi^alkyloxyC 1 . 6 alkylpiperaziiiyl; 
hydroxyCi. 6 alkyloxyC 1 . 6 allcyIpiperazmylC 1 .6a]kyl; 
(hydroxyCi.galkyl)(C w alkyl)amino;(hydroxyCi.6alkyI)(C 1 ^ 
hydroxyC^alkylarnkoC^alkyh di(hydxoxyC 2 . 6 alkyl)aiTunoC,. 6 alkyl; 
pynolidmylC^alkyl; pyiTolidmylCi. 6 alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl 
substituted with two substituents selected from Cusalkyl or trihaloC^alkyl; 
pyridinyl; pyridinyl substituted with Ci. 6 alkyloxy, aryloxy or aryl; pyrimidinyl; 
tetrahy^opyrimidroylpiperaziiiy]; tetrahydropyrimidiny]piperazijiy]Ci. 6 alkyl; 
quinolinyl; indolyl; phenyl; phenyl substituted with one, two or three substituents 
independently selected from balo, amino, niiro, Ci. 6 alkyl, C^ealkyloxy, 
hydroxyC^alkyl, trifluoromethyl, trifluoromethyloxy, hydroxyC^alkyloxy, 
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Cj^alkylsulfonyl, Cj^alkyloxyCi^alkyloxy, Ci^alkyloxycarbonyl, 
aminoCi^alkyloxy, ciKCi^alkyOaminoCMa&yloxy* di(Ci_ 4 alkyl)amino, 
di(Ci-4aIkyl)aininocarbonyl, di(Ci.4allcyl)aminoCi-4alkyi, 
di(Ci-4aIkyl)airanoCi^alkylaminoCi.4alkyl, 

^(Ci^alkylJanimoCCi^alky^amino, di(Ci.4alkyl)aimno(Ci^alkyl)amiTioCi.4aikyl, 

di(Ci4aIkyl)aminoCi. 4 alkyI(Ci.4allcyl)ai]ainoCi.4alkyl, 

aminosuIfonylamino(Ci«talkyl)amirio, 

aminosulfonylamino(C 1 ^alkyl)aminoCi.4alkyl, 

di(Ci.4alkyl)aminosulfony]amino(CMaD^3)amiiio t 

di(Ci. 4 a]kyl)ainiiK)sulfon^^^ 

piperidinylCi.4aJfcyloxy, pyn-olidinylCi^alkyloxy, aminoisulfonylpiperazinyl, 
aminosulfonylpiperazinylCi^alkyl, di(Ci^alkyl)aminosulfonylpiperazinyl, 
di(Ci- 4 aIkyI)ammosulfonylp^^ 
hydimyCi^alkylpiperad^^ 
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Ci^alkylox^iperidinylCi^aJIcyl, hydroxyCi^alkyloxyCi^atkylpiperazinyl, 

hydroxyCi^alkyloxyCj^alkylpiperaziiiylCi^alky], 

(hydroxyCi_ 4 alkyl)(C]^alkyl)annno,(hyto 

di(hydroxyC w alkyl)amino, di(hydroxyCi-4aBcyl)aminoC M alkyl, furanyl, furanyl 
substituted with -CH=CH-CH=CH-, pyrrolidmylC M alkyl, pyrrolidinyiCj^alkyloxy, 
morpholinyl, morpholinylCi^alkyloxy, morpholinylCi^alkyl, 
morpholinylCiwtalkylamino, morpholinylCi-4alkylaminoC 1 -4alkyl, piperazinyl, 
Ci^alkylpiperazhiyJ, C^ 4 alkylpiperazinylCi_4alkyIoxy > piperazmylCi4alkyl, 
C^4a^kylpiperamylCl^alkyl,Cl.4alkylpipe^azinylCl^alkylaIIlino, 
Ci^alkylpiperazmylCi^alky^ 

tetrahydropyrimidinylpiperazinylCi. 4 alkyI, piperidinylaminoCi^alkylamiiio, 

piperidinylaminoCi. 4 alJcylaminoCj.4alIcyl, 

(Ci^alkylpiperi(lmyl)(hydim 

(Ci^alkylpiperidittylXhydroxyC]^ 

pyridinylCi. 4 aIkyloxy, 

hydroxyCi. 4 alkylairano, hydioxyCi^alkylaminoCi ^alkyl, 
di(C 1 . 4 aI3^i)aminoCi.4alkylanuiio, anunothiadiazolyl, 
aminosulfonylpiperazinyIC M alkyIoxy, or thiophenylCi^alkylamino; 
each R 5 andR 6 can be placed on the nitrogen in replacement of the hydrogen; 

aryl in the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, Chalky], Ci^alkyloxy, irifluoromethyl, cyano or 
hydroxyearbonyl. 

[0159] Other embodiments of the compound according to paragraph [0158] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to 
R 12 , R 13 , and R 14 , respectively, in paragraph [0158]): 
nis 1; 
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i R 2 is hydrogen or nitro; 
R 3 is hydrogen; 

when Z is equal to , then ~L- is the bivalent radical -Ci^alkanediylNH-; 
• R 4 is hydrogen, Chalky! or aryl; 



is a radical selected from (a-1) or (a-21); 
each s is independently 0, 1 or 2; 

each R 5 is independently selected from hydrogen; halo; trihaloCi-ealkyl; 
trihaloCi.$alkyloxy; Chalky!; Cj^alkyloxy; Ci-galkylcarbonyl; aryloxy; cyano or 
phenyl, 

[01601 Other embodiments of the compound according to paragraph [0158] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to 
R 12 , R 13 , and R 14 , respectively, in paragraph [0158]): 
nisi; / 
" Qis ^ ' \ ,or \ ; 

X is nitrogen; 
Y is nitrogen; 

R 2 is hydrogen; 
i R 3 is hydrogen; 

i when Z is equal to ^ , then -L» is the bivalent radical -Cj-galkanediylNH-; 
R 4 is hydrogen, Ci.<jalkyl or aryl; 



-© 



is the radical (a-1); 
i each s is independently 0 or 1; 

each R 5 is independently selected from hydrogen or phenyl. 

[0161] Other embodiments of the compound according to paragraph [0158] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to 
R 12 , R 13 , and R 14 , respectively, in paragraph [0158]): 
Zis N; 
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I R 2 is hydrogen, halo, hydroxy, amino, nitro, C^alkyl, Cj. 6 alkyloxy, trifluoromethyl 

or di(Ci.6alky])amino; 
> R 3 is hydrogen, hydroxy, amino, hydroxyC^alkyl, Ci_ 6 alkyl, Ci. 6 alkyloxy, 
arylCi. 6 alkyl, aminocarbonyl, aminoCi. 6 alkyl, ^6alkylaminoCi.<>alkyl or 
di(Ci.6alkyl)aniinoCi . 6 alkyl; 
i R 4 is hydrogen; 



^ is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), 

(a-10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), 

(a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), 

(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44) 7 

(a-45), (a-46), (a-47), (a-48) or (a-51); 

I each s is independently 0, 1, 2, 3 or 4; 
s 

i R is hydrogen; halo; hydroxy; amino; nitro; trihaloCi-ealkyl; trihaIoCi. 6 alkyloxy; 
Ci_6alkyl; Ci_ 6 alkyloxy; Cj.galkylcarbonyl; Ci-galkyloxycarbonyl; 
Ci. 6 alkylsu]fonyl; hydroxyCi.6alkyl; aryloxy; di(^alkyl)amino; cyano; 
thiophenyl; furanyl; furanyl substituted with hydroxyCi^alkyl; benzofuranyl; 
iniidazolyl; oxazolyl; oxazolyl substituted with aryl and Cj^alkyl; 
Ci. 6 allcyltriazolyl; tetrazolyl; pyrrolidinjd; pyrrolyl; morpholinyl; 
Ci. 6 alkylmoiphoHnyI; piperazinyl; Ci^alkylpiperazinyl; 

hydroxyCi.6alkylpiperazinyl; Ci^alkyloxypiperidinyl; pyrazolyl; pyrazolyl 
substituted with one or two substituents selected from C^alkyl or trihaloCi^alkyl; 
pyridinyl; pyridinyl substituted with Q-salkyloxy, aryloxy or aryl; pyrimidinyl; 
quinolinyl; indole; phenyl; or phenyl substituted with one or two substituents 
independently selected from halo, Cj^alkyl, Ci^alkyloxy or trifluoromethyl; 
R e is hydrogen; halo; hydroxy; amino; nitro; trihaloC^galkyl; trihaloCi^alkyloxy; 
Ci.6alkyl; Ci. 6 allcyloxy; Ci^alkylcarbonyl; Ci^alkyloxycarbonyl; 
Ci.6alkyIsulfony]; bydroxyCi^alkyl; aryloxy; di(C^alkyl)amino; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Ci-<jalkyl, C^alkyloxy or trifluoromethyl. 
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[0162] Other embodiments of the compound according to paragraph [0158] include the 
following (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to R 12 , R 13 , and R 14 , 
respectively, in paragraph [0158]): 
ZisN; 

R 2 is hydrogen, halo, hydroxy, amino, nitro* C^alkyl, C^alkyloxy, tiifluoromethyl or 
di(Ci-6alkyl)amino; 

is hydrogen, hydroxy, amino, hydroxyC^alkyl, Cj^alkyl, Ci^alkyloxy, 
arylCi^alkyl, aminocarbonyl, aminoCi.galkyl, C^alkylaminoCi^alkyl or 
di(Ci.6alkyl)aminoCi^alkyl; 
R 4 is hydrogen; 



^ is a radical selected from (a-1), (a~3), (a~4), (a-5), (a-6), <a-7), (a-8), (a-9), 
(a-10), <a-ll), (a-12), <a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), 
(a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), 
(a-33), (a-34), <a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44), 
(a-45), (a-46), (a-47), (a-48)or (a-51); 
each s is independently 0, l t 2, 3 or 4; 

R 5 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi^alkyl; trihaloC^alkyloxy; 
Ci^alkyl; C^alkyloxy; C^alkylcarbonyl; Ci^alkyloxycarbonyl; 
Ci^alkylsnlfonyl; hydroxyCi^alkyl; aryloxy; di(C^ 6 alkyl)amino; cyano; 
thiophenyl; furanyl; furanyl substituted with hydroxyCi^alkyl; benzofuxanyl; 
hnidazolyl; oxazolyl; oxazolyl substituted with aryl and Ci^alkyl; 
Ci^alkyltriMOlyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; 
Ct^alkylmoipholinyl; piperazinyl; Ci^alkylpiperazinyl; 
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hydroxyCi^alkylpiperazfrvyl; Ci. 6 alkyloxypiperidinyl; pyrazolyl; pyrazolyl 
substituted with one or two substituents selected from CVgalkyI or trihaloCi^alkyl; 
pyridinyl; pyridinyl substituted with C^alkyloxy, aryloxy or aryl; pyrimidinyl; 
quinolinyl; indole; phenyl; or phenyl substituted with one or two substituents 
independently selected from halo, Ci. 6 alkyl, Ci. 6 alkyloxy or trifluoromethyl; and 
R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi_6alkyl; tiihaloCi.6alkyloxy; 
Ci. 6 alkyl; C^alkyloxy; C^alkylcarbonyl; Ci_ 6 alkyloxycarbonyl; 
Ci^aikylsulfonyl; hydroxyCi. 6 alkyl; aryloxy; di(C].6alkyl)amino; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Ci^alkyl, Ci_ 6 alkyloxy or trifluoromethyl. 

[0163] Other embodiments of the compound according to paragraph [0158] include the 
following (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to R 12 , R 13 , and R 14 , 
respectively, in paragraph [0158]): 

nisi; Qis"^ , ~ c < >or ~ CH C ; 
R 2 is hydrogen or nitro; R" is 

hydrogen; when Z is equal to ~ CH ^ t then -L- is the bivalent radical 

— (a) 

-Ci-galkanediylNH-; R* is hydrogen, Q-ealkyl or aryl; is a radical 

selected from (a-1) or (a-21); each s is independently 0, 1 or 2; and each R 5 is 
independently selected from hydrogen; halo; tribaloCi-salkyl; trihaloCi.gallcyloxy; 
Chalky!; Ci^alkyloxy; 
C^alkylcarbonyl; aryloxy; cyano or phenyl. 

[0164] Other embodiments of the compound according to paragraph [0158] include the 
following (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to R 12 , R 13 , and R 14 , 
respectively, in paragraph [0158]): 



n is 1 ; X is nitrogen; Y is nitrogen; 

G^" CR^ CH^ . 

Qis ^ > \ ,or \ , 

R 2 is hydrogen; R 3 is' hydrogen; when Z is equal to CH ^ , then 
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-L-isthe bivalent radical »C,. 6 alkaiiediyJNH s R 4 is hydrogen, Cmsalkyl or'aryl- 
-0 



is the radical (a-1); each s is independently 0 or 1; and each R 5 



is 



independently selected from hydrogen or phenyl. 
[0165] Particular embodiments of the compound according to paragraph [0158] include the 
following 




H 




. cr o*r- 



To 




HO 




To 





HO 
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r rY U 




<*y» J 

a" 



in which the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 




wherein <D, R\ R 2 , R 3 , and R 4 are as defined in accordance with paragraph [0046], and preferably 
[0048] and [0049]. 

[0166] In the compounds of paragraphs [0158] - [0165], R 1 , R 2 , R 3 , and R 4 are preferably as 
defined in paragraphs [0048] and [0049]. In other embodiments of the compounds of paragraphs 
[0158] - [0165], R 1 , R 2 , R 3 , and R 4 are all H. 

[0167] In another embodiment, the invention comprises compounds of the following structural 
formula (10): 
R 1 

R 2 V-\ n R12 

£ VnAP=X /-(CH 2)n 

R <D Y flj Z-(CH 2 ) m (10) 

or a pharmaceutical^ acceptable salt thereof, wherein 
0> is -NH 2 or -OH; 

R 1 is H or as defined in paragraph [0046]; 

R 2 , R 3 , and R 4 are as defined in paragraph [0046]; 
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n is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 



m is 0, 1, 2 or 3 and when m is 0 then a direct bond is intended; 



t is 0 or 1 and when t is 0 then a direct bond is intended; 



Q is nitrogen or 



CR 



CH 



\ , or 



X is nitrogen or 




Y is nitrogen or 



Zis-CHror-O-; 



R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, heterocyclyl, 
CrCs-cycloalkyl, heteroaryl, C r C r akyl, haloalkyl, C r C r alkenyl, Ci-C r alkynyl, C r C r acyl, Ci-C r 
alkyl-aryloxy, C r C7-alkyl-arylsulf anyl , Ci-Cy-alkyl-arylsulfinyl, C r C7-alkyl-arylsulfonyl, d-CT-alkyl- 
arylaminosulfonyl, Ci-C7-alkyl-arylamine, Ci-C r alkynyl-C(0)-amine, C r C r alkenyl-C(0>amine, Ci-C r 
alkynyl-R 9 , Ci-C r alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, C r C r alkyl or C r C r alkoxy; 
R 12 is hydrogen, hydroxy, amino, hydroxyCi.$alkyl, Ci^alkyl, Ci^alkyloxy, 
arylCi. 6 alkyl, aminocarbonyl, hydroxycarbonyJ, aminoCi. 6 alkyl, 
aminocarbonylCi^alky], hydroxycarbonylCi.6alkyl, hyeJroxvaminocarbonyl, 
Ci.6alkyloxycarbonyl, Ci^aikylaminoCi^alkyl or di(Ci.6alkyl)aminoCi^alkyl; 

-L- is a bivalent radical selected from Ct.galkanediyl, carbonyl, sulfonyl, or 
Ci.<$alkanediyl substituted with phenyl; 




is a radical selected from 
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(a-4) 






(a-7) 


(a-8) 
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(R*) s 



H 



Ca-33) 




(a-37) 




(a~41) 



9 fi\ 



N 

(a-45) 




(a-49) 



CIS 




(a-38) 




(a-42) 

vJ, 



N 
(a-46) 




(a-50) 




i5> co 't 



(a-43) 

V 
(a-47) 




(»-51) 



CO 



(a-36) 



(a-40) 

\ I 

(a-44) 




(a-48) 



wherein each s is independently 0, 1, 2, 3, 4 or 5; 

each R 5 and R 6 are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloCi-ealkyl; trihaloCi. 6 alkyloxy; Chalky!; Ci-galkyl substituted with aryl and 
C3-iocycloalkyl; Ci^alkyloxy; Ci. 6 alkyloxyC 1 . 6 alkyloxy; Ci_ 6 alky]carbonyl; 
Ci-ealkyloxycarbonyl; Ci. 6 alkyIsulfonyl; cyanoCi^alkyl; hydroxyCi. 6 aIkyl; 
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hydroxyCi.6alkyloxy; hydroxyCi. 6 aIky]amino; aminoCi^alkyloxy; 
di(Ci. G aIkyl)aminocarbonyl; di(hydroxyCi. 6 aIkyl)amino; (aryl)(Ci. 6 alkyI)amino ; 
di(Ci. 6 alkyl)aminoCi^a1kyloxy; di(C^alky])amino^ 6 aIkyIamino; 
di(Ct. ( 5alky])aminoCi. 6 alky]arainoC ] . 6 alkyl; arylsulfonyl; arylsulfonyJamino; 
aryloxy; aryloxyC N6 alkyl; arylC^alkenediyl; di(C]. 6 alkyl)amino; 
di(C 1 . 6 alkyl)aminoCi. 6 alkyl;di(C 1 . 6 alkyl)amino(Ci. 6 alkyl)amin 

di(Ci.6alkyl)amino(Cu 6 a}kyl)aminoCi^aIky]; 

di(G 1 ^alkyl)aminoC 1 . 6 alkyl(C 1 . 6 alkyl)amino; 

di(C 1 . 6 alkyl)aminoCi. 6 aikyl(C 1 . 6 alkyI)aminoC 1 .6alky]; 

aminosulfonylamino(Ci. 6 alkyl)amino; 

aminosu]foiiylamifto(Ci.6alkyJ)aminoCi^alkyl; 

di(Ci.6a]kyl)aminosiiIfonylaraino(Ci^alkyl)amino; 

<U(Ci^alkyl)anMnos«lfony]amino(Ci^aIkyI)aminoCi. 6 alkyl; cyano; thiophenyl; 

thiophenyl substituted with di(C I ^alkyl)aminoCi.6alky}(Ci. 6 alkyl)aminoCi. 6 alkyl, 

di(Ci. 6 alkyl)aminoC 1 ^a!ky],C 1 . 6 alkylpiperazinylCi. 6 a]kyl, 

hydroxyCi. 6 alkylpiperazinyICi. 6 alkyl, 

hydroxyCi-ealkyloxyCi^aikylpiperazinylCi^alkyl, 

diCCi^alkyOamiiiosulfonylpiperaztnylCLealkyl, 

Ci. 6 alkyloxypiperidinyl,C|. 6 alkyloxypiperi^^ 

hydroxyC^alkyKCi^alky^anto 

furanyl; furanyl substituted with hydroxyCj^alkyl; benzofuranyl; imidazolyl; 
oxazolyl; oxazolyl substituted with aryl and Ci.ealkyJ; Ci-galkyltriazolyl; tetrazolyl; 
pyirolidinyJ; pyrrolyl; piperidinylC^aJkyloxy; morpholinyl; C^alkylmorpholinyl; 
morpholinyiC j^alkyloxy; 
morpholinylCi. 6 alkyl;motpholinylCi.6alkyIamino; 
niorpholinylCi. 6 alkylaminoCi. 6 aIkyl; piperazinyl; Cj^alkylpiperazinyl; 

Ci.6aJkylpiperazinylC 1 .6a1kyloxy;piperazmylCi.6alkyl; 

naphta!enylsulfonylpiperazinyl;naphta!enylsulfonylpiperidiny];naphtalenylsulfonyl; 
Ci. 6 alkylpiperazinyICi. 6 a]kyl; Ci_ 6 alky]piperazinylCt_6alkylamino; 
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C i ^alkylpiperazinylCj ^alkylaminoCi. 6 alkyl; Ci-ealkylpiperazinylsulfonyl; 
aminosulfonylpiperazinyJCmsalkyloxy; aminosulfonylpiperazinyl; 
aminosulfonylpiperazinyiCi. 6 aIkyl; di(Ci. 6 alkyl)aminosulfonylpiperazinyl; 
di(Ci. 6 alkyl)aminosulfonylpiperazinylCi. 6 aIkyl; hydroxyCi^alkylpiperazinyl; 
hydroxyCi.6atkylpiperazinylC 1 .6alkyl;Ci. 6 aIkyIoxypiperidiiiyl; 
C^ 6 alkyloxypiperidinyIC 1 . 6 a]kyI;piperidiny]aminoC^ 6 alkylamillo; 
pipeiidinylaminoCi.6aIkylaminoCi.6alkyl; 

(C^^kylpiperidinylXhydroxyCi^alkyOaminoCj-ealkylamino; 
(Ci. 6 alkylpiperidiny])(hydroxyCi.6alkyl)aminoCi-6alkylaminoCi. 6 aikyl; 
hydroxyC^alkyloxyCt. 6 aikylpiperazinyl; 
hydroxyCi. 6 alkyIoxyCi. 6 alkyJpiperazinyJC i .$alkyl; 

(hydroxyC l . 6 a]kyl)(C,. 6 alkyi)amino; (hydroxyCi. 6 alkyi)(Ci. 6 a]kyl)aminoCt. 6 alky]; 
hydroxyC]- 6 a]kylamitioC t ^a1kyl; dj(hydroxyCi. 6 a!kyl)aminoCi_ 6 alkyl; 

pyrrolidinylCi-fialkyl; pyrroIidinylCi^alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl 
substituted with two substituents selected from Ci^kyl or trihaloCi^alkyl; 
pyridinyl; pyridinyl substituted with Cj^alkyloxy, aryloxy or aryi; pyrimidinyl; 
teu*ahydropyriinidinylpipera2inyl;te^^ 

quinolinyl; indolyl; phenyl; phenyl substituted with one, two or three substituents 
independently selected from halo, amino, nitro, Ci. 6 alkyl, C^alkyloxy, 
hydroxyCi^alkyl, trifluoromethyl, trifluoromethyloxy, hydroxyCMalkyloxy, 
CMalkylsulfonyl, Ci^alkyloxyCj.aalkyloxy, Ci^alkyloxycarbonyl, 
aminoCMalkyloxy, di(Ci. 4 alkyl)aminoC 1 . 4 alkyloxy, di(C M alkyl)amino, 
diCC^alkylJaminocarbonyl, di(C M alkyl)aminoCi^alkyl, 
di(Ci^alkyl)aminoCMalkylaminoCi.4alkyl, 

ditd^alky^aminoCCi^alkyOamino, di(Ci-4aIkyl)amino(Ci-4alkyl)aminoC w alkyl, 

diCCi^alky^arninoCi^alkyKCMalkyOamino, 

di(Ci. 4 alkyl)aminoC 1 . 4 alkyl(C M alkyl)aminoCMalkyl, 

aimnosulfonylamino(C^alkyl)amino, 

aminosulfonylamino(Ci^alkyl)aminoCMalkyl, 

di(Ci.4alkyl)aimnosulfonylamino(Ci. 4 alkyl)amino, 
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di(Ci ^alkyl)aminosulfonylamino(C i . 4 alkyl)aminoC j -ealkyl, cyano, 
piperidinylCi . 4 alkyloxy, pyrrolidinylC j^alkyloxy, aminosulfon ylpiperazinyl , 
amino$ulfonylpiperazinyiCi-4alkyl, di(Ci.4aikyi)aminosuifonylpiperazinyl, 
di(CMalkyl)aminosu!fonylpiperazinylCMalkyl, hydroxyCi. 4 alkylpiperazinyl, 
hydroxyCi4alkylpiperazinylCi. 4 aIkyl,Ct.4aIky]oxypiperidinyl, 
Ci^alkyloxypiperidinylCj^alkyl, hyciroxyCualkyloxyCi^alkylpiperazinyl, 
hydroxyCMalkyloxyCi^alkylpiperazinylCi^alkyl^ 

(hydroxyCi4alkyl)(C 1 . 4 aayl)amino,(hydroxyC I .4alkyl)(C]-4alky])aminoC 1 .4alkyI, 
di(hydroxyCMalkyl)amino, di(hydroxyCi. 4 alkyI)aminoC ] . 4 alkyi I furanyl, fiiranyl 
substituted with -CH=CH~CH=CH-, pyrrolidinylC M alky], pyrrolidinylCMalkyloxy, 
morpholinyl, morpholinylCi^alkyloxy, morpholinylCi^alkyl, 
morpholinylCi^alkylamino^orpholinylCi^alkylaminoCMalkyl.piperaKinyl, 
Ci^alkylpiperazmyl, Ci. 4 a]kylpiperazinylCi. 4 alkyloxy,piperazinyICi. 4 alky], 
Ci-4alkylpiperazinylCi.4a1kyl, CMalkylpiperazinylCMalkylarnino, 
Ci^alkyIpiperazinyiCMaIkylaminoCi.6alky],tetrahydropyrimidinylpipera2in 
tetrahydropyriirridinylpiperazmylCMal^ 
piperidinylaminoC j^alkylaminoC] ^alkyl, 
(Ci^alkyIpiperidinyl)(hydroxyCMalkyl)aTninoCj4alkylairano, 
(Ci^alkylpiperidinyl)(hydroxyCi-4alkyl)aminoCi.4alkyIaminoCMaikyl, 
pyridinyICi. 4 alkyloxy, 

hydroxyCMalkylamino, hydroxyCi. 4 alkylaminoCMalky], 
di(CMa1kyl)aminoCt^aIkylamino,aminothiadiazolyl, 
aminosuifonylpiperazinylCi^alkyloxy, or thiophenylC M alkylaraino; 
each R 5 and R 6 can be placed on the nitrogen in replacement of the hydrogen; 

aryl in the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, C^alkyl, Ci- 6 aIkyloxy, trifluoromethyl, cyano or 
hydroxycarbonyl. 

[0168] Other embodiments of the compound according to paragraph [0167] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to 
R 12 , R 13 , and R 14 , respectively, in paragraph [0167]): 
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n is 0, 1 or 2; 
m is 0, 1 or 2; 

Qis""" 0 ^ — CR^ —OhC 
v . . > \ ,or \ ; 

X is nitrogen ; 

R 2 is hydrogen; 

-L- is a bivalent radical selected from carbonyl, sulfonyl, or Ct.galkanediy] 
substituted with phenyJ; 

. . . . - p »l j 

^ is a radical selected from (a-1), (a-20) or (a-43); 
each s is independently 0 or 1 ; 

each R 5 is independently selected from hydrogen or phenyl. 

[0169] Other embodiments of the compound according to paragraph [0167] are those in which 

one or more of the following apply (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to 

R 12 , R 13 , and R 14 , respectively, in paragraph [0167]): 

nisO, i or 2; 

mis lor 2; ^ / 

Qis 

X is nitrogen; 



^ . » \ .or \ 



R is hydrogen; 

' -L- is a bivalent radical selected from carbonyl or sulfonyl; 
— (a) 

^ is a radical selected from (a-1) or (a-20); 
i each s is independently 0 or 1; 

l each R s is independently selected from hydrogen or aryL 

[0170] Other embodiments of the compound according to paragraph [0167] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to 
R 12 , R 13 , and R 14 , respectively, in paragraph [0167]): 
t is 0; 
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R 2 is hydrogen, hydroxy, amino, hydroxyCi-salkyl, C^alkyl, Q-galkyloxy, 
arylCj. 6 aikyl, aminocarbonyl, aminoC,. 6 alkyl, Ci. 6 alkylaminoCi-6alkyl or 
di(C|.6alkyl)aminoCj.6alkyl; 

-L- is a bivalent radical selected from Ci^alkanediyl, carbonyl or sulfonyl; 

is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), 
(a-10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), 
(a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a~28), (a-29), (a-30), (a-31), (a-32), 
(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a42), (a-44), 
(a-45), (a-46), (a-47), (a-48) or (a-51); 
each s is independently 0, 1 , 2, 3 or 4: 

R 5 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi.galkyI; trihaloCt.galkyloxy; 
Ci.6alkyl; Ci. 6 alkyloxy; Ci„ 6 alkylcarbonyl; C|. 6 alkyloxycarbonyl; 
Cj^alkylsulfonyl; hydroxyCj^alkyl; aryloxy, di(Ci. 6 alkyJ)amino; cyano; 
thiophenyl; furanyl; furanyl substituted with hydroxyCi-ealkyl; benzofuranyl; 
imidazolyl; oxazolyl; oxazolyl substituted with aryl and Ci-ealkyl; 
Ci-galkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; 

Ci-ealkylmorpholinyl; piperazinyl; Ci, 6 alky]piperazinyl; 

hydroxyC 1 . 6 alkylpiperazinyl; Cvealkyloxypiperidinyl; pyrazoly; pyrazolyl 

substituted with one or two substituents selected from Ci-ealkyl or trihaloCi-ealkyl; 

pyridinyl; pyridinyl substituted with Ci^alkyloxy, aryloxy or aryl; pyrimidinyl; 

quinolinyl; indole; phenyl; or phenyl substituted with one or two substituents 

independently selected from halo, Ci^alkyl, Ci. 6 alkyloxy ortrifJuoromethyl; 
R e is hydrogen; halo; hydroxy; amino; nitro; trihaloCi.6alkyl; trihaloCi.6alkyloxy; 

Ci. 6 alkyi; Ci-6alkyloxy; Ci^alkylcarbonyl; Ci.fialkyloxycarbonyl; 

Ci-ealkylsulfonyl; hydroxyC^alkyl; aryloxy; di(Ci.6alkyl)amino; cyano; pyridinyl; 

phenyl; or phenyl substituted with one or two substituents independently selected 

from halo, Chalky!, Cw,alkyIoxy or trifluoromethyl. 
[0171] Other embodiments of the compound according to paragraph [0167] include the 
following (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to R 12 , R 13 , and R u , 
respectively, in paragraph [0167]): 
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t is 0; 

>2 : 



is h y dro S en » hydroxy, amino, hydroxyC^alkyl, C,. 6 alkyl, C^alkyloxy, 
arylC,. 6 aiky], aminocarbonyJ, aminoC,. 6 alkyl, C,. 6 alky]aiiu n oC^alkylor 
di(Ci. c alkyI)aminoCn5alkyl; 
-L- isa bivalent radical selected from C,. 6 alkanediyl, carbonyl or sulfonyl; 

—Ca) 

^ is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9) 
(a-10), (a-1 1), (a-12), (a-13), (a-14), (a-15), (a-16), (a^l7), (a-18), <a-19), (a-20) 
(a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32),' 
(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), ( a -42) (a-44)' 
(a-45), (a-46), (a-47), (a-48) or (a-51); 
sis 0, 1,2, 3 or 4; 

R 5 is hydrogen; halo; hydroxy; amino; nitro; trihaloC,. 6 a]kyl; trihaloC,. 6 alkyloxy; 
C^alkyl; C^alkyloxy; Ci. 6 alkylcarbonyl; C^alkyloxycarbonyl; 
C^alkylsulfonyl; hydroxyC^alkyl; aryloxy; di(C,. 6 alkyl)amino; cyano; 
thiophenyl; furanyl; furanyl substituted with hydroxyC^alkyl; benzofuranyl; 
imidazolyl; oxazolyl; oxazolyl substituted with aryl and C^alkyl; 
CLcalkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; 
C,. 6 a]kylmorpholmyJ; piperazinyl; C,. 6 alkyJpiperazinyl; 
hydroxyC,. 6 alkylpiperazinyl; CLsalkyloxypiperidinyi; pyrazoly; pyrazolyl 
substituted with one or two substituents selected from C,. 6 alkyl or trihaloC,. 6 alkyl; 

pyridinyl; pyridinyl substituted with C^alkyloxy, aryloxy or aryl; pyrimidinyl; 
quinolinyl; indole; phenyl; or phenyl substituted with one or two substituents 
^ independently selected from halo, C,. 6 alkyl, C N6 alkyloxy or trifluoromethyJ; and 
R is hydrogen; halo; hydroxy; amino; nitro; trihaloC,. 6 alkyl; trihaloC^aikyloxy; 
Ci-ealkyl; C,^alkyloxy; C^alkylcarbonyl; Cj_ 6 alkyloxycarbonyl; 
C^alkylsulfonyl; hydroxyC^alkyl; aryloxy; di(C^alkyl)amino; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Cj^alkyi, C,. 6 alkyioxy or trifluoromethyl. 

[0172] Other embodiments of the compound according to paragraph [0167] include the 
following (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to R 12 , R", and R u 
respectively, in paragraph [0167]): 
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CR 



-CH. 



nisO, 1 or2;mis0, l,or 2;Qis 



G % > \ , or ~ * X is nitrogen 

sulfonyl, or Ci^alkanediyl substituted with phenyl; ^-^ is a radical selected 
from (a-1), (a-20) or (a-43); s is 0 or 1; and each R s is independently selected from 
hydrogen or phenyl. 

[0173] Other embodiments of the compound according to paragraph [0167] include the 
following (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to R 12 , R 13 , and R 14 , 
respectively, in paragraph [0167]): 



— CR 



\ , or 



-CH, 



nisO, lor 2; mis 0,1, or 2; Q is ^ 5 % ' v ' ^ ' X is nitrogen 

R 2 is hydrogen; -L- is a bivalent radical selected from carbonyl or 

sulfonyl; ® is a radical selected from (a-1) or (a-20); each s is independently 0 

or 1; and each R 5 is independently selected from hydrogen or aryl, 

[0174] Particular embodiments of the compound according to paragraph [0167] include the 

following 




OKO 
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? 




HO, 





N N' 



HO" 







in which the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 
O 




wherein <J>, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with paragraph [0046], and preferably 
[0048] and [0049]. 

[0175] In the compounds of paragraphs [0167]- [01 74], R\ R 2 , R 3 , and R 4 are preferably as 
defined in paragraphs [0048] and [0049]. In other embodiments of the compounds of paragraphs 
[0167]- [0174], R\R 2 ,R 3 , and R 4 are all H. 

[01 76] In another embodiment, the invention comprises compounds of the following structural 
formula (11): 
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K o 

R ^V_k,Ap=X ... R 1 2 



R 3 \=|=/ H ^ /)~^Y-(CH 2 ) t -L-— © 



an 

or a pharmaceutical!;/ acceptable salt thereof, wherein 
* is -NH 2 or -OH; 

R 1 is H or as defined in paragraph [0046]; 
R 2 , R 3 , and R 4 are as defined in paragraph [00461; 
t is 0, 1, 2, 3 or 4 and when t is 0 then a direct bond is intended; 

Q is nitrogen or ^ , \ , or \ ; 

X is nitrogen or ^ ; 

Y is nitrogen or 

Z is -NH-, -O- or -CH 2 -; 
R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, heterocyclyl, 
C 3 -C 8 -cycloalkyl, heteroaryl, Ci-C r akyl, haloalkyl, Ci-C r alkenyl, Ci-C r alkynyl, C r C 7 -acyl, C r Cr 
alkyl-aryloxy, Cj-CT-alkyl-arylsulfanyl, Ci-C7-alkyl-arylsulfinyl, Ci-Cr-alkyl-arylsulfonyl, C r C7-alkyl- 
arylaminosulfonyl, C r C7-alkyl-arylamine, Ci-C 7 -alkynyl-C(0)-amine, Ci-C r alkenyl-C(0)-amine, C r C r 
alkynyl-R 9 , Ci-C r alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, C r C r alkyl or C r C r alkoxy; 
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R 12 is hydrogen, hydroxy, amino, hydroxyCi^alkyl, Ci^aikyl, Ci.galkyioxy, 
arylCi-ealkyl, arninocarbonyl, hydroxycarbonyl, aminoGi^alkyl, 
annnocarbonylCi-galkyl, hydroxycarbonylCi.6aIkyl, hydroxyaminocarbonyl, 
Ci^alkyloxycarbonyl, Ci^alkylaminoC^galkyl or dKCi-ealkytyainmoC^alkyl; 

-L- is a bivalent radical selected from -NR 9 C(0)-, -NR 9 S0 2 - or ~NR 9 CH2- 
wherein R 9 is hydrogen, Cj^alkyl, C34oeycloalkyl, hydroxyCi^alkyl, 
Ci-ealkyloxyCi^alkyl or di(Ci-6allcyl)aminoCi.6alkyl; 





is a radical selected from 



(a-1) (a-2) (a-3) ( a . 4 ) 

\i xi v 

(a-6) (a_7) (a-8) 



Ca-5) 
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trihaloCi. 6 alkyl; trihaloCi. 6 alkyloxy; C^cyl; O^kyl substituted with aryl and 
C 3 .iocycloalkyl; Cusalkyloxy; Ci-ealkyloxj'Ci.ealkyloxy; Ci_ 6 alkylcarbonyl; 
Ci. 6 alkyloxycaibonyl; C^alkylsulfonyl; cyanoCLealkyl; hydioxyCi. 6 alkyl; 
hydroxyCi^alkyloxy; hydroxyCi^alkylamino; aminoCi. 6 alkyloxy; 
di(Ci^alkyl)aminocarbonyl; diChydroxyQ-ealkyOaraino; (aiyl)(Ci.<>alkyl)amino; 
<fi(Ci. 6 alkyl)anunoCi.6a^ 

di(Ci. 6 alkyl)aniinoC 1 . 6 alkylaininoC 1 .6alkyl; arylsulfonyl; arylsulfonylamino; 
aryloxy; aryloxyCi. 6 alkyl; aiylC 2 -6aUcenediyl; di(Ci-6alkyl)ai»ino; 

di(Ci. 6 alkyl)amkoCi.6^^ 

<U(Ci-6alkyl)aimno(Ci-6alkyl)ainiiioCi-6alkyl; 

di(Ci^alkyI)aniinoCi^aIkyI(Ci. 6 alkyl)amiiio; 

di(C 1 ^allcyl)anunoCi.6alkyl(C l .6aU^l)ainii)oCi. 6 alkyl; 

anjino8ulfonylamiiio(Ci^alk5'l)aiDino; 

aminosulfonylamino(Ci.^lkyl)aniinoCi.6allcyl; 

di(Ci.6alky])aminosulfonylamino(C w alkyl)ainino; 

di(Ci- 6 alkyl)aimnosirifo^^ °y mo > toophenyl; 

thiophenyl substituted with ^(Cwalky^aaunoCi-ealkyKC^alky^aininoC^alkyl, 

di(Ci. 6 alkyl)amm^^^ 
hydroxyCi.6alkylpiperazinylCi.6a]kyl, 
hydroxyCi. 6 allcyloxyC 1 ^alkyipiperaziaylCi.6alkyl, 
di(Ci.6alkyl)ajninosulfonylpipeiazmylCi^alkyl, 

C^alkyloxypiperidinyl, C 1 . 6 alkyioxypiperidmylCi.6alkyl, morphohnylCj.ealkyl, 
hydroxyCi^alkyKCi-ealkyDaminoCi-ealkyl, or di(hydroxyCi. 6 aIkyl)aininoC w a!kyl; 
furanyl; furanyl substituted with hydroxyCi. 6 alkyl; benzofuranyl; imidazolyl; 
oxazolyl; oxazolyl substituted with aryl and d. 6 alkyl; Ci. 6 alkyitriazolyl; tetrazolyl; 
pyrroUdinyl; pyrrolyl; piperidinylCLealkyloxy; morpholmyl; Ci-ealkylmorpholinyl; 

morphohnylCi-galkyloxy; 
morphoUnylCi. 6 allcyl;mQrpholinylCi.6alkyiamino; 
morphoIinylCi.6alkylaminoCi. 6 alkyl; piperazinyl; Ci. 6 alkylpiperazinyl; 
Ci. 6 allcylpiperazinylCi.6aIkyloxy;piperazinylCi.6alkyl; 

naphtalenylsulfonylpiperazinyl; naphtalenylsulfonylpiperidinyl; naphtalenylsulfonyl: 
^ 6 alkylpiperazinylCi. 6 ^ 

C 1 . 6 alkylpiperazinylC X - 6 alkylaimnoCi.6alkyl;C 1 . 6 alkyIpiperazuayk 

aniinosulfonylpiperazinylCi_6a^ 
aiuinosdfonylpiperazinyl^ 
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di(Ci. 6 alkyl)amnosu^ 

hydroxyCi.galkylpiperazinylC^allvyl; C^alkyloxypiperidinyl; 

Ci. 6 alkyloxj^iperidinylCi. 6 alkyl;piperidinylami 

piperidinylaminoC^alkylai^^ 

(Ci^alkylpiperidinyl)^^ 

(Ci. 6 alkylpiperidinyl)(hyc^^ 

hydroxyCi-galkyloxyCi^alkylpiperazinyl; 

hydroxyC|. 6 allcyloxyCi„ 6 allcylpipera2inylCi,6al]cyl; 

(hydroxyC^aIkyl)(Ci. 6 alkyl)aniino; (hydroxyCa^alkylJCCi^alkylJaminoCt^alkyl; 
hydroxyC^alkylaminoC!^^!; di(hydroxyCi. 6 allcyl)aniinoCi. 6 alkyl; 
pyrrolidinylCi. 6 aJkyl; pyrroHdinylCi^alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl 
substituted with two substituents selected from Ci^alkyl or tdhaloC^^alkyl; 
pyridinyl; pyridinyl substituted with C^alkyloxy, aryloxy or aryl; pyrimidinyl; 
tetrahydropyrimidinylpiperazinyl;tetrahydropyrim 

quinolinyl; indole; phenyl; phenyl substituted with one, two or three substituents 

independendy selected from halo, amino, nitro, Q^alkyl, C^lkyloxy, 

hydroxyC^alkyl, trifluoromethyl, trifluoromethyloxy, hydroxyC^alkyloxy, 

Ci^alkylsulfonyl, C M alkyloxyCMdkyloxy, Ci^alkyloxycarbonyl, 

aminoC M alkyloxy, dS(Ci, 4 alkyl)aminoCi. 4 alkyloxy, di(C w alkyl)amino, 

diCCt^alkyDaminocarbonyl, di^MalkyOaininoCMalkyl, 

di(CMalkyl)aminoCi^all^laminoC^4alkyl, 

di(CMalkyI)antino(Ci4a^ 

dS(C M alkyl)anunoC M alkyl(CMalkyl)amin 

cB(C M alkyl)aii^ 

airdnosulfonylaminoCCa^alkylJamino, 

aminosulfonyla3rdno(Ci^ 

diCCi^alkyOaminosulfonylaininoCCi^alky^amino, 

cH(Ci^alkyl)anrinosulf^^^ cyano, 

piperidinyIC M alkyloxy, pynToHdmylC M alkyloxy, ammosulfonylpiperazinyl, 

aminosulfonylpiperazinylCMalkyl, di(C M allc^l)aininosu]fonylpiperazinyl, 

di(Ci^alkyI)aminosulfonylpiperazinylCMalkyl, hydroxyC^alkylpiperazinyl, 

hydroxyCMalkylpiperazinylC w alkyl, CMalkytoxypiperidinyl, 

C^alkyloxypiperidinylCi^alkyl, hydroxyCi-4alk)'IoxyC M alkylpiperazinyl, 

hydroxyCi4alkyloxyC M alkylpiperazinylCi.4aDcy!, 

(hydroxyC M alkyi)(C M alkyl)amino, (hydroxjCMdkyOCCMalkyCaminoCMalkyI, 
di(hydroxyC w alkyl)amino, di(hydroxyCMalkyl)aminoC w allcyl, furanyl, furanyl 
substituted with ^H=CH-CH=CH-, pyrxolidinylC^alkyl, pyaoMnyIC M alkyIoxy, 
morpholinyl, moipholinylCi^alkyloxy, morpholinylCi^alkyl, 
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morpholmylCi_4alkyIamino, moiphoHnylCi_4alkylaminoCj ^alkyl, piperazinyl, 

C^alkylpiperazinyl, Ci.4alkylpiperazinylCi. 4 allcyloxy,piperazinylC 1 .4alkyl, 

C^alkylpiperazinylCi^alkyl, C 1 „4alkylpiperazinylCi.4alkylamino, 

Ci.4alk34pipeiazinylCi4alkylaminoCi.6alkyl, tetrahy^opyrimidinylpiperazinyl, 

tetrahydropyrinndinylp^ 

pipeIidinylaIninoC^4a^cyla^lil^oCl4alkyl, 

(Ci.4alkylpiperidinyl)(hydroxyCM^ 

(Cj^alkylpiperimnylXhydroxyCM^ 

pyridinylCi^alkyloxy, 

hydroxyCi^alkylamino^hydimyCi^alkylaminoCiwtalkyl, 
di(Ciw|idkyI)aiiimoCi^alkylamino, ammotbiadiazolyl, 
aminosulfonylpiperazinylCMalkyloxy, or thiophenylCi^alkylamino; 
each R 5 and R 6 can be placed on the nitrogen in replacement of the hydrogen; 

aryl in the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, Ci. 6 alkyl, Q^alkyloxy, trirluoromethyl, cyano or 
hydroxycarbonyl. 

[0177] Other embodiments of the compound according to paragraph [0176] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to 
R 12 , R 13 , and R 14 , respectively, in paragraph [0176]): 
tisOorl; ^ / 




X is nitrogen; 
R 12 is hydrogen, hydroxy, Ci^alkyl, or arylCi. 6 alkyl; 



-L- is a bivalent radical selected from -NHC(O)- or -NHS0 2 -; 



^ is a radical selected from (a-1) or (a-20); 
each s is independently 0 or 1; 

each R 5 is independently selected from hydrogen or phenyl. 
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[0178] Other embodiments of the compound according to paragraph [0176] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to 
R 12 , R 13 , and R 14 , respectively, in paragraph [0176]): 

tis1 ' ^ / 

Qis ^ ' \ ,or \ ; 

X is nitrogen; 
Y is nitrogen; 
Zis-O-or-CHr-; 

R 12 is H; 

-L- is a Wvalent radical selected from -NHC(0>- or -NHSO2-; 
— (A) 

v ~ y is a radical selected from (a-1) or (a-20); 
each s is independently 0 or 1; 

each R 5 is independently selected from hydrogen or phenyl, 

[0179] Other embodiments of the compound according to paragraph [0176] are those in which 

one or more of the following apply (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to 

R 12 , R 13 , and R 14 , respectively, in paragraph [0176]): 

tis 0; 

Rl2 is hydrogen, hydroxy, amino, hydroxyC^alkyl, C,. 6 alkyl, Q.galkyloxy, 

arylQ.galkyl, aminocarbonyl, aminC)C 1 „ 6 alkyl,Ci. ( ;aIlcylaminoCi. 6 allcyl or 
di(Ci.6alkyl)aminoCi.ealkyl; 

-L- is a bivalent radical selected from -NHC(O)- or -NHS0 2 -; 
—(a) 

^ is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), 
(a-10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), 
(a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), 
(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44),' 
(a-45), (a-46), (a-47), (a-48) or (a-51); 
each s is independently 0, 1 , 2, 3 or 4; 
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R 5 is hydrogen; halo; hydroxy; amino; nitro; UihaloCi_6alkyl; trihaloCi-fialkyloxy; 
C^alkyl; Q.ealkyloxy; Ci. 6 alkylcarbonyl; Ci^alkyloxycarbonyl; 
C^alkylsulfonyl; hydroxyCi^alkyl; aryloxy; di(Ci_ 6 alkyl)amino; cyano; 
thiophenyl; furanyl; furanyl substituted with hydroxyCi,<jalkyl; benzofuranyl; 
imidazolyl; oxazolyl; oxazolyl substituted with aryl and Ci^alkyl; 
C^alkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; 
Cj^alkylmorpholinyl; piperazinyl; 
Ci^alkylpiperazinyl; hydroxyCi. 6 alkylpiperazinyl ; 
Ci. 6 alkyloxypiperidinyl; pyrazoly; pyrazolyl substituted with one or two 
substituents selected from Ci^alkyl ortrihaloCi^alkyl; pyridinyl; pyridinyl 
substituted with C^alkyloxy, aryloxy or aryl; pyrimidmyl; quinolinyl; indole; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, C^galkyl, Ci_ 6 alkyloxy or trifluoromethyl; 

R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloC^alkyl; trihaloCi^alkyloxy; 
Ci^alkyl; Ci. 6 alkyloxy; Ci.galkylearbonyl; Ci. 6 alkyloxycarbonyl; 
Cj.fialkylsulfonyl; hydroxyCi^alkyi; aryloxy; &(Ci^lkyl)amino; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Ci^alkyl, Cj-galkyloxy or trifluoromethyl. 

[0180] Other embodiments of the compound according to paragraph [0176] are those in which 
one or more of the following apply (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to 
R 12 , R 13 , and R 14 , respectively, in paragraph [0176]): 

R 3 and R 4 are each independently selected from hydrogen, hydroxy, 
hydroxyCi^alkyl, aminoCMalkyl oraminoaryl; 

® is a radical selected from (a-1), (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), 
(a-9), (a-10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), <a-18), (a-19), 
<a-20X (a-21), (a-22), (a-23), (a-24), (a-25), <a-26), (a-27), (a-28), (a-29), (a-30), 
(a-31), (a-32), (a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), 
(a-42)(a-43)or(a-44); 

each R s and R 6 are independently selected from hydrogen; halo; hydroxy; amino; 
nitro; trihaloC^alkyl; trihaloCi. 6 alkyloxy; Ci^alkyl; Ci. 6 alkyloxy; 
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Ci. 6 aIkyIoxyCi. 6 alkyloxy; Ci_ 6 alkyIcarbonyl; C^alkylsulfonyl; cyanoC]. 6 alky]; 
hydroxyCi. 6 alkyl; hydroxyCKealkyloxy; hydrcxyCi. 6 alkylaniino; 
aminoCi. 6 alkyloxy; di(C,^alkyl)aniinocarbonyl; di(hydroxyC,. c alkyl)amino; 
arylCi^alkyI)amino; di(Ci.6allcyl)aminoCi. 6 alkyloxy; 
di(C 1 . 6 alky])aminoC,. 6 alky]amino; arylsulfonyl; arylsulfonylamino; aryloxy; 
arylC^alkenediyl; di(C 3 . 6 alJcyl)amino; 
di ( c i-6«ammoC^alkyl;di^ 

cyano; thiophenyl; thiophenyJ substituted with 
<u(Cl-6alkyl)ammo^ 

C^kylpiperazmylC^alkyl or di(hydroxyC M alkyl)aminoC w alkyl; ruranyl; 
imidazolyl; C^alkyltriazolyl; tetrazolyl; pyrrolidinyl; piperidinylC^alkyloxy; 
morpliolinyl; C,. 6 alkylmorpholinyl; raorpholinylC^alkyloxy; 
morphohnylC^alkyl; C,_ 6 alkylpiperazmyl; CLealkylpiperaziiiylCLgalkyloxy; 
C 1 ^alkylpjperazinylC 1 ^alkyi;C,.6alkylpiperaziny]sulfonyl; 
^nosulfonylpiperazjnylC,. 6 a^ 

a^osulfonylpiperazmylC^^ 
^(C^yl)aminosulfonylpip^^^ 

hydroxyCi. 6 alkylpiperazinylCi^alkyl;C 1 . 6 alkyloxypiperidinyl; 
C^alL 7 loxypip C ridinylCj.^^ 

hydroxyC 1 . 6 alkyloxyC 1 . 6 alky]piperazinylCi. 6 alkyI; 
(hydroxyC 1 . 6 aIk7l)(C,. 6 aIkyl)an 1 mo;(hydroxyC^ 6 aIkyl)(C I . 6 a^ 
pytroUdinylCLgalkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl substituted with two 
substituents selected from C,. 6 alkyl or trihaloCKsalkyl; pyridinyl; pyridinyl 
substituted with C^alkyloxy or aryl; pyrimidinyl; quinolinyl; indole; phenyl; phenyl 
substituted with one, two or three substituents independently selected from halo, 
amino, C^alkyl, C^alkyloxy, hydroxyC^alkyl, trifluoromethyl, 
trifluoromethyloxy, hydroxyC,. 4 alkyloxy, ^ 4 alkyloxyC M alkyloxy, 
aminoCi^alkyloxy, di(C M alkyl)aminoCi. 4 aIkyloxy, di(C w alkyl)amino, 
dl<C M dkyl)amjnoC w alkyl, 

piperidinylCj^alkyloxy, pyrrolidinylC w alkyloxy. anunosulfonylpiperazinyl, 

aminosulfonylpiperazinylC wa lkyI, di(C M alkyl)aminosulfonylpiperazinyl, ' 

di(C M alkyl)aimnosulfonylpiperazinylC w alkyl,hydroxyC M alky^ 

hydroxyC w all<ylpiperaziny3C 1 .4alkyl,C w alkyloxypiperidinyl ) 

C 14 alkyloxypiperidinylC M aIkyl, hydroxyC M alkyloxyC M alkylpip eraz inyl, 

hydroxyC M alkyloxyCwalkylpipera2inylC M alkyl, 

(nydroxyC M alkyl)(C M alkyl)^^^ 

pyrrohdinyIC M alkyioxy, moipholinylC^alkyloxy, morpholinylCj^alkyl, 
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CMalkyipiperazinyl, Ci^alkylpiperazinylCi^alkyloxy, 

C w alkylpiperazinylCi4alkyl, hydroxyC w alkylamino, di(hydroxyC M alkyl)amino, 
di(Ci4alkyl)amlnoCMaIkylaiiiino, aininothiadiazolyl, 
aminosulfonylpiperazinylCualkyloxy, or thiophenylCMalkylaraino. 
[0181] Other embodiments of the compound according to paragraph [0176] include the 
following (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to R 12 , R 13 , and R 14 , 
respectively, in paragraph [0176]): 

R 3 and R 4 are each independently selected from hydrogen, hydroxy, 
hydroxyCi^alkyl, aminoCi-caikyl or aminoaryl; 



is a radical selected from (a-1), (a-2), (a-3), <a-4), (a-5), (a-6), (a-7), (a-8), 
(a-9), (a-10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a~18), (a-19), 
(a-20), (a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-27), (a-28), (a-29), (a-30) y 
(a-31), (a-32), (a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), 
(a-42)(a-43)or(a-44); 

each R 5 and R 6 are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloCi. 6 alkyl; trihaloCi^alkyloxy; Ci_ 6 alkyl; Cj-galkyloxy; 
Ci- 6 alkyloxyCj. 6 alkyloxy; Ci. 6 alkylcarbonyl; Ci. 6 alkylsulfonyl; cyanoCi„ 6 alkyl; 
hydroxyCi^alkyl; hydroxyCi-ealkyloxy; hydroxyCi- 6 alkyIaniino; 
aminoCi-ealkyloxy; dl(Ci^alkyl)aminocarbonyl; di(hyarox)Ci. 6 alkyl)amino; 
arylCi.6alkyl)amino; di(Ci^alk>a)aminoCi.,5alkyloxy; 
di(Ci. 6 alkyl)aminoCi-6alkylamino; arylsulfonyl; arylsulfonylamino; aryloxy; 
arylC2-6alkenediyl; di(Ci.6alkyl)amino; 
di(Ci-6alkyl)aminoCi.6alkyl; 

di(Ci- 6 a]kyl)aminoCi.6alkyl(Ci.6alkyl)amihoCi.6alkyl; cyano; thiophenyl; 
thiophenyl substituted with di(Ci.<jalkyl)aininoCualkyl(Ci.6alkyl)aniinoCi^alkyl, 
diCCi-calky^aminoC^alkyl, Ci. 6 alkylpiperazinylCi. 6 alkyl or 
di(hydroxyCi. 6 alkyl)aminoCi-6alkyl; furanyl; imidazolyl; Ci. 6 aIkyltriazolyl; 
tetrazolyl; pyrrolidinyl; piperidinylCi-^alkyloxy; morpholinyl; 
Ci.6alkylmorpholinyl; moipholinylCi-6alkyloxy; morpholinylCi^alkyl; 
Ci^alkylpiperazmyl;Ci.6alkyhj>iperazinylCi.6alkyloxy; 
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Ci^allqlpiperazmylCi. 6 alkyl; CLgalkylpj^razinylsulfonyl; 
aminosuIfonylpiperazinylCi^al^oxyiaminosiilfonylpiperaziiiyl; 
aminosuIfonylpiperazinylCi.6alkyl; 
di(Ci. 6 alkyI)aminosulfonylpiperazinyl; 

di(Ci„6aIlcyI)aminosuIfoiiylpiperaziny!Ci^alkyi; hydroxyCi^alkylpiperaziny] ; 
hydroxyCi.6alkylpipefazinylCi. 6 alkyI; Ci. 6 alkyloxypiperidmyI; 
Ci-6alkyloxypipeiidffiylCi. 6 al^ 

hydroxyC,. 6 alkyloxyC 1 . 6 allcylpiperaziiiylCi.6aIkyI; 
(hydroxyCi. 6 alkyl)(Ci^lkyl)an^^ 

pyrrolidittyiCi^alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl substituted with two 
substituents selected from C^alkyl or trihaloCi-6alkyl; pyridinyl; pyridinyl 
substituted with Ci.galkyloxy or aryl; pyrimidinyl; quinolinyl; indole; phenyl; 
phenyl substituted with one, two or three substituents independently selected from 
halo, amino, Ci-ealkyl, C^galkyloxy, hydroxyCi^alkyl, trifluorornethyl, 
trifluoromethyloxy, hydroxyCi^kyloxy, Ci^alkyloxyC^alkyloxy, 
ammoCi^alkyloxy, 

diCCi^alky^aminoCi^alkyloxy, di(Ci. 4 aIkyl)amino, di(Ciwtalkyl)aminoCi^alkyl, 

di(Ci^altyl)atninoCi.4i^^^ 

pyrrolidinylCi^alkyloxy, ammosulfonylpiperarinyl, 

aminosulfonylpiperazinylCi^alkyl, di(Ci^aIkyl)an^osuIfonylpipesrazinyl, 

d^Ci^alkyOamraosulfonylpipeim^ 

hydroxyCi^alkylpiperazinylCi^alkyl, Ci^alkyloxypiperidmyl, 

Ci^alkyloxypiperidinylCMalkyl, hydroxyCi^alkyloxyCj^alkylpiperazinyl, 

hydroxyCi^alk>'loxyCi.4alkylpipera2dnylCi.4alkyl, 

(hydroxyCi_4alkyl)(Ci^d3^^ 

pyrrolidinylCi^alkyloxy, morpholinylCi^alkyloxy, morpholinylCi^alkyl, 
Ci.4alkylpiperazinyl,Ci.4alkylpiperazinylCi^alkyloxy, 

Ci^alkylpiperazinylCj^alkyl, hydroxyCMalkylamino, di(hydroxyCi4alkyl)ainino, 

di(Ci.4aIkyl)atranoCi^alkylamino,anTinothiadiazolyl, 
amhiosulfonylpiperazinylCi^alkyloxy, or thiophenylCi^alkyiamino. 
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[0182] Other embodiments of the compound according to paragraph [0176] include the 
following (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to R 12 , R 13 , and R 14 , 
respectively, in paragraph [0176]): 
t is 0; 

X- is a bivalent radical selected from -NHC(O)- or -NHSO*-; 

is a radical selected from (a-1), (a-3), (a-4), (a-5), (a~6), (a-7)> (a-8), (a-9), 
(a-10), (a-11), (a-12), (a-I3), (a-14), (a-15), (a-16) f (a-17), (a-18), (a-19), <a-20), 
(a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), 
(a-33), (a-34), (a-35) f (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44), 
(a-45), (a-46), (a-47), (a-48) or (a-51); 

each s is independently 0, 1, 2, 3 or 4; 

R 5 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi^alkyl; trihaloCi-ealkyloxy; 
d-eallcyl; C^alkyloxy; C^kylcarbonyl; Ci. 6 alkyloxycarbonyl; 
Ci- 6 alkylsulfonyl; hydroxyCi. 6 alkyl; aryloxy; di(Ci.6altyl)amino; cyano; 
thiophenyl; ruranyl; furaiiyl substituted with hydroxyCi^alkyl; benzofuranyl; 
imidazolyl; oxazolyl; oxazolyi substituted with aryl and Ci^alkyl; 
Ci.6alkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; 
Ci-galkylmorpholinyl; piperazinyl; 
C 1 „ 6 alkylpiperazmyl; hydroxyCi. 6 alkylpiperazinyl; 
Ci. 6 alkyloxypiperidinyl; pyrazoly; pyrazolyl substituted with one or two 
substituents selected from Ci. 6 alkyl or trihaloCi-ealkyl; pyridinyi; pyridinyl 
substituted with Ci. 6 alkyloxy or aryl; pyrimidinyl; quinolinyl; indole; phenyl; or 
phenyl substituted with one or two substituents independently selected from halo, 
Ctaalkyl, Ci. 6 alkyIoxy or trifluoromethyl; 
and R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi^alkyl; trihaloCi^alkyloxy; 
Ci. 6 alkyl; Ci-ealkyloxy; C^alkylcarbonyl; C^alkyloxycarbonyl; 
Ci. 6 alkylsulfonyl; hydroxyCi.ealkyl; aryloxy; di(C 1 . 6 alkyl)amino; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Ci-ualkyl, Q.galkyloxy or Irifluoromethyl. 
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[0183] Other embodiments of the compound according to paragraph [0176] include the 
following (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to R 12 , R 13 , and R 14 , 
respectively, in paragraph [0176]): 

— <T ~~ CR C CH^ 

tisOorl;Qis ^ • ^ >°r \ ^Xisnitrogen 

R i2 is hydrogen, hydroxy, Chalky! or arylC^alkyl; -Lr is a bivalent radical selected 

from 

~NHC(0> or -NHSOz-; ® is a radical selected from (a-1) or (a-20); each s 
is independently 0 or 1; and each R 5 is independently selected from hydrogen or 
phenyl. 

[0184] Other embodiments of the compound according to paragraph [01 76] include the 
following (wherein each of R 2 , R 3 , and R 4 in this paragraph corresponds to R 12 , R 13 , and R 14 
respectively, in paragraph [0176]): 

t is 1; Q is • \ . or \ ; x js njtrogen; y j$ njtrogen; £ fe _ 

O-or-CEfc-; 

R 2 is hydrogen; -L-is a hivalent radical selected 

from -miC(0)- or -NHSO2-; ® is a radical selected from (a-1) or (a-20); 
each s is independently O or 1; and each R 5 is independently selected from 
hydrogen or phenyl. 

[0185] Particular embodiments of the compound according to paragraph [0176] include the 
following 




TfVr 



"XT r * 
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wherein *, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with paragraph [0046], and preferably 
[0048] and [0049]. 

[0186] In the compounds of paragraphs [0176] - [0185], R\ R 2 , R 3, an d R 4 are preferably as 
defined in paragraphs [0048] and [0049]. In other embodiments of the compounds of paragraphs 
[01 76] - [0185], R\ R 2 , R 3 , and R 4 are all H. 

[0187] In another embodiment, the invention comprises compounds of the following structural 
formula (12): 



O 



(? 11 ) m (R 12 ) n 




(12) 

or a pharmaceutical^ acceptable salt thereof, wherein 
<Dis -NH 2 or -OH; 

R 1 is H or as defined in paragraph [0046]; 

R 2 , R 3 , and R 4 are as defined in paragraph [0046]; 

Ring A is a heterocyclyl, wherein if said heterocyclyl contains an -NH- moiety that 
nitrogen may be optionally substituted by a group selected from G; 

rU is a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, oxo, 
trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, 
C^alkyl, (^alkeny!, Q^alkynyl, Cj-ealkoxy, Ci_<;allcanoyl, d. 6 alkanoyloxy, 
AK^ 6 aUcyl)amino, //^-(C^alkylkamino, Ci. 6 alkanoylammo, N-(Ci. 6 alkyl)carbamo3<l, 
iV.iy-(Ci. 6 alkyi)2carbamoyl, Ci. fi alkylS(0) a wherein a is 0 to 2, CLgalkoxycarbonyl, 
AF-(C w alkyl)sulphamoyl > //,^-(Ci. 6 aIkyl)2Sulphamoyl, aryl, aryloxy, arylCt. 6 alkyl, 
heterocyclic group, (heterocyclic groiro)Ci.Galkyl or a group (D-E-); wherein R 1 , including 
group (D-E-), may be optionally substituted on carbon by one or more V; and wherein, if said 
heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted by a 
group selected from J; 
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V is halo, nitro, cyano, hydroxy, oxo, trifluoromethyl, trifluoromethoxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, Ctaalkyl, C 2 ^alkenyl, C 2 ^alkynyl, Ci^alkoxy, 
Ci^alkanoyl, C^alkanoyloxy, i^KCi^alkylJamino^^^Ci^aUcyl^amino, 
C^alkanoylamino, ^(Ci-calkj'Dcarbamoyl, jV^Ci^kyl^caibamoyl, C t . 6 alky}S(0) Q 
wherein a is 0 to 2, Ci. 6 alkoxycarbonyl, W-CCi^alkylJsulphamoyl, Wy-(Ci. 6 alkyl) 2 Bulphamoyl 
or a group (D'-E'-); wherein V, including group (D'-E'-), maybe optionaUy substituted on 
carbon by one or more W; 

W and Z are independently selected from halo, nitro, cyano, hydroxy, oxo, 
trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, 
Ci-salkyl, C^alkenyl, C 2 ^alkynyl, Ci^alkoxy, C^alkanoyl, Ct.<salkanoyloxy s 
W-(Ci-6aU<yl)amino, N,^(Ci^al]cyl)2amino, C^alkanoylarnino, AT-(Ci^alkyl)carbamoyl, 
W,iV-(Ci^alkyl)2caibamoyl, Ci. 0 alkylS(O) a wherein a is 0 to 2, Ci-calkoxycarbonyl, 
AHCi*alkyl)sulphamoyl or JV,iV-(Ci^aJkyl)2Sulphamoyl; 

G, J and K are independently selected from C^alkyl, C 2 . 8 alkenyl, Q^alkynyl, 
Ci. 8 a]kanoyl,Ci.salky3sulphonyl, Ci. 8 alkoxycarbonyl, carbamoyl, //-(Ci. 8 alkyl)carbamoyl, 
M/V-(Ci^alkyl)caroamoyl, benzyioxycarbonyl, benzoyl and phenylsulphonyl, aryl, 
arylCi-^alkyl or (heterocyclic group)Ci^alkyl; wherein G, J and K may be optionaUy 
substituted on carbon by one or more Q; and wherein if said heterocyclic group contains an - 
NH- moiety that nitrogen may be optionally substituted by a group selected from hydrogen or 
Ci-ealkyl; 

Q is halo, nitro, cyano, hydroxy, oxo, trifluoromethyl, trifluoromethoxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, Ci. 6 alkyl, C 2 .6alkenyl, C^alkynyi, Ci^alkoxy, 
Ci^alkanoyl, C^alkanoyloxy, AKC,^alkyl)araino, MAKC,^lkyl) 2 amino, 
Cj^alkanoylamino, JV-(Ci. 6 alkyl)carbamoyi, N,iV-(Ci^alkyl)2carbamoyl, Cj^alkylS(0) a 

• wherein a is 0 to 2, Ci^alkoxycarbonyl, Ci^allcoxycarbonylamino, iSHCi^aUcyl)sulphamoyl, 
Mi^(Ci^alkyl) 2 sulphamoyl, aryl, aryloxy, arylC^alkyl, arylC^alkoxy, heterocyclic group, 
(heterocyclic group)Ci^alkyl, (heterocyclic group)Ci. 6 alkoxy, or a group (D"-E"-); wherein Q, 
including group (D"-E M -), may be optionally substituted on carbon by one or more Z; 

D T D> and D" are independently selected from C^alkyl, C^alkenyl, C^aDcynyl, 

i C 3 . 8 cycloalkyl, C 3 ^cycloalkylC,^alkyl, aryl, arylC,^aIkyl ( heterocyclic group, (heterocyclic 
group)Ci^alkyl; wherein D, D* andD" may be optionally substituted on carbon by one or 
more F; and wherein if said heterocyclic group contains an -NH- moiety that nitrogen may be 
optionally substituted by a group selected from K; 

E, E* and E" are independently selected from -N(R>, -O-, -C(0)0-, -OC(0>, 

3 -C(O)-, -N(R°)C(0)-, -N(R ft )C(0)N(R b )-, -N(R 0 )C(O)O-, -OC(0)N(R°>-, -C(0)N(R a )-, 
-S(0) r , -SOaNCR 3 )-, -N(R 0 )SO 2 -; wherein R a and R b are independendy selected from hydrogen 
or Ci^alkyl optionally substituted by one or more F and r is 0-2; 
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F and F are independently selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 
trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, Ci. 6 allcyl ? C 2 ^allcenyl, 
C 2 .6alkynyl, Ci^allcoxy, C,. 6 alkanoyl, Ci^allcanoyloxy, j\KQ^alkyl)amino, 
A^iV-CCi.eallcylJaarnino, C^alJcanoylamino, JHC M alkyl)carbamoyl> 
iV,^-(Ci^alIiyl)2carbainoyl, Ci. 6 aHcylS(0) a wherein a is 0 to 2, d^allcoxycarbonyl, 
A r -(CMalkyl)sulphamoyl and i^iV-Cd^alky^sulphamoyl; 

m is 0, 1, % 3 or 4; wherein the values of R 1 may be the same or different; 

Ring B is a ring selected from 



wherein, 

X 1 and X 2 are selected from CH or N, and 

Y\ Y\ Y 3 and Y 4 are selected from CH or N provided that at least one of Y\ Y 2 , Y 3 
andl^isN; 

R 12 is halo; 

n is 0, 1, or 2, wherein the values of R 12 are the same or different. 
[0188] In some embodiments of the compound according to paragraph [0187], 

Ring A i s a pyridyl, quinolyl, indolyl, pyrimidinyl, morpholinyl, piperidinyl, 
piperazinyl, pyridazinyl, pyrazinyl, tbiazolyl, thienyl, thienopyrimidmyl, thienopyridinyl, 
purinyl, l',2%3\6MetrahydropyridinyI 4 triazinyl, oxazolyl, pyrazolyl, or ftrranyl; wherein if 
Ring A contains an -NH- moiety that nitrogen may be optionally substituted by a group 
selected from G. 

• Ring A is pyridin-4-yl, pyridin-3-yl, pyridin-2-yl, quinolin-8-yl, pyrijnidin-6-yt 5 

pyrimidin-5-yl 7 pyrimiduv4-yl, morpholin-4-yl, piperidin-4-yL piperidin-3-yl, piperdin-2-yl, 
piperazin-4-yl, pyridazin-5-yl, pyrazin-6-yl, thiazol^yl, thien-2-yl, tWeno[3,2d]pyriinidinyl, 
thieno[3,2b]pyrimtdinyl, thieno[3,2b]pyridinyl, purin-6-yl, I'^'^'^^tetrahydropyridin-^yl 




X-X 2 



Y— Y 2 
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Ring A is pyridin-4-yl, pyridin-3-yl, pyridin-2-yl, quinolin-8-yl, pyrimidin-6-yl, 
pyrimidin-5-yl, pyrimidin-4-yl, moipholin-4-yl, piperidin-4-yl, piperidin-3-yl, piperdin-2-yl, 
piperazin-4-yl, pyridazin-5-yl, pyrazin-6-yl, thiazol-2-yl, thien-2-yl, thieno[3,2d]pyrimjdinyl, 
thieno[3,2b3pyrimidinyl, mieno[3,2b]pyridmyl, purin-6-yl, r,2',3' > 6'-tetrahydropyridin-4-yl 

or triazin-6-yl; wherein if Ring A contains an -NH- moiety that nitrogen may be optionally 
substituted by a group selected from G. 

• Ring A is pyridin-4-yl, pyridin-3-yI, pyridin-2-yl, morpholin-4-yl, piperidin-4-yl, 
piperidin-3-yl, piperdin-2-yl, piperazin-4-yl, thiazol-2-yl, thien-2-yl, furan-3-yl, pyrrolidin-1- 
yl, piperidin-l-yl, triazol-l-yl or l , ,2 , ,3',6'-tetrahydropyridin-4-yl wherein if Ring A contains 
an -NH- moiety that nitrogen may be optionally substituted by a group selected from G. 

• Ring A is a pyridyl, pyrimidyl, morpholinyl, piperidinyl, piperazinyl, pyridazinyl, 
tbienyl, pyrazinyl, thiazolyl, 1,2,4-triazolyl or furanyl. 

• Ring A is pyridin-4-yl, pyridin-3-yl, pyridin-2-yl or 1 ,2,4-triazolyL 

• Ring B is thienyl, thiadiazolyl, thiazolyl, pyrimidyl, pyrazinyl, pyridazinyl or pyridyl. 

• Ring B is thienyl, thiazolyl, pyrimidyl, pyrazinyl, pyridazinyl or pyridyl. 

• Ring B is thienyl or pyridyl 

Ring B is thienyl or pyridyl wherein both the thienyl and the pyridyl are attached to 
Ring A in the 2-position of the thienyl or pyridyl ring and to the amide group of formula (D in 
the 5-position of the thienyl or pyridyl ring. 

ri i is halo, amino, Ci. 6 alkyl, Ci. 6 alkoxy , Ci- 3 alkanoyloxy, iV-(C w alkyl)amino, 
2V,Ar-(Ci. 3 a]kyl)2amino, Ci-3alkanoylamino, AHCi-3alky])carbamoyl, 
iVUV-(Ci.3alkyl) 2 carbamoyl. 

• r 11 is halo, amino, Ci^allcyl or Ci.<jallcoxy. 

rh is halo, amino, methyl or methoxy. 

• R 11 is a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, oxo, 
trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, 
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Ci^alkyl, C 2 ^alkonyl > C^allcynyl, C^alkoxy, Ci-ealkanoyl, Q^alkanoyloxy, 
iV-(Ci.6aIlcyl)amiiio, ^^-(Ci^alky^amino, d^alkanoylaraino, A^Ci- 6 allcyl)carbamoyl, 
A^Ci^alkyl^carbamoyl, Ci„<;alkylS(0) a wherein a is 0 to 2, C U6 alkoxycarbonyl, 
7\HCi. 6 alkyl)$ulphamoyl, A^iV-fCi^alkyOasulphamoyl, ary], aryloxy, arylCj^alkyl, 
heterocyclic group, (heterocyclic group)d.6alkyl or a group (D-E-); wherein R l , including 
group (D-E-), may be optionally substituted on carbon by one or more V; and wherein., if said 
heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted by a 
group selected from J; 

V is halo, nitro, cyano, hydroxy, oxo, trifluoromefliyl, trifluoromethoxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, C^alkyl, C^alkenyl, C^alkynyl, C^alkoxy, 
Ci^alkanoyl, C^alkanoyloxy, iV-CC^alkytyamino, AWCi^alkyl) 2 amino, 

C 1 . d alkanoylamino, ^(C^6aUcyl.)carbamoyl,7V;^(Cl^allcyl) 2 carbamoyl, Ci- 6 alkylS(0) a 
wherein a is 0 to 2 t Ci. 6 alkoxyearbonyi, A ? -(Ci-6alkyl)suIphamoyl, ^^(d^allcy^sulphamoyl 
or a group (D'-E'-); wherein V, including group (p'-E'-), may be optionally substituted on 
carbon by one or more W; 

W and Z are independently selected from halo, nitro, cyano, hydroxy, oxo, 
trifluoromethyl, Wfluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, 
C^alkyl, Qwsalkenyl, Q^alkynyl, Ci. 6 alkoxy, Ci^alkanoyl, Ci^alkanoyloxy, 
AT-{Cj^alkyl)amino, MAHCj^alkyl^amino, Ci-^lkanoylamino, ^(Ci^alky^carbamoyl, 
JV;^(Ci^alkyl) 2 carbamoyl, Ci^alkylS(0) a wherein a is 0 to 2, C^alkoxycarbonyl, 
i^-(Ci^alkyl)siiIphaiiioyl or A^V-(Ci^alkyl)2SuIphamoyi; 

G, J and K are independently selected from Ci-salkyl, C 2 . g alkenyl, C 2 . 8 alkynyl, 
Cj. 8 alkanoyl, Ci. 8 alkylsulphonyl, Ci_ s alkoxycarbonyl, carbamoyl, AKCi-galkyl)carbamoyl, 
N,jV-(Ci. 8 alkyl)carbamoyl, benzyloxycarbonyl, benzoyl and phenylsulphonyl, aryl, 
arylCi-oalkyl or (heterocyclic group)Ci.6alkyl; wherein G, J and K maybe optionally 
substituted on carbon by one or more Q; and wherein if said heterocyclic group contains an - 
NH- moiety that nitrogen may be optionally substituted by a group selected from hydrogen or 
Chalky!; 
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Q is halo, nitro, cyano, hydroxy, oxo, trifluororoethyl, trifluoromethoxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, C,. 6 alkyl, C^alkenyl, C2. 6 alkynyl, Ci. 6 alkoxy, 
C^alkanoyl, d-calkanoyloxy, A4Ci. fi alkyl)amino, A',AKCi4salkyl) 2 amino, 
C,. 6 alkanoylamino, AHd 6 alkyl)carbamoyl, AWC^aUcylkcarbamoyl, C,.6alkylS(0)., 
wherein a is 0 to 2, Cj. 6 alkoxycarbonyl, Ci- 6 alkoxycarbonylamino, iV-(Ci. 6 alkyl)sulphamoyl, 
A* AHC^alkylfcsulphamoyl, aryl, aryloxy, arylC,. 6 alkyl, arylC^alkoxy, heterocyclic group, 
(heterocyclic group)C,. 6 alkyl, (heterocyclic group)Ci. 6 alkoxy, or a group (D"-E"-); wherein Q, 
including group (D"-E"-), may be optionally substituted on carbon by one or more Z; 

D, D' and D" are independently selected from C^alkyl, C^alkenyl, C 2 . 6 alkynyl, 
Q^cycloalkyl, C 3 . 8 cycloalkylC 1 . 6 allcyl, aryl, arylC^alkyl, heterocyclic group, (heterocyclic 
group)Ci. 6 alkyl; wherein D, D* and D" may be optionally substituted on carbon by one or 
more F; and wherein if said heterocyclic group contains an -NH- moiety that nitrogen may be 
optionally substituted by a group selected from K; 

E, E* and E" are independenUy selected from -N(R a )-, -0-, -C(0)0-, -OC(0)- , -C(0)-, 
-NflOCXO)-, -N^C^NCRV, -N(R a )C(0)0-, -OC(0)N(R a )-, -C(p)n(R% -S(0) r -, 

-S0 2 N(R a K -N(R a )S0 2 s wherein R a and R b are independenUy selected from hydrogen or 
Chalky! optionally substituted by one or more P and r is 0-2; and 

F and F are independentty selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 
trifluoromethoxy, amino, carboxy, caxbamoyl, mercapto, sulphamoyl, Ci-<$alkyl, C^alkenyl, 
C^alkynyl, C^alkoxy, C,. 6 a]kanoyl, Ci. 6 alkanoyloxy, AKCi^alkyOamino, 
^^-(Cwalkyl^amino, C,. s alkanoylamino, A r -(Ci-6alkyl)carbamoyl, 
W,2/-(Cwalkyl) 2 carbamoyl, Ci.,5alkylS(0) s wherein a is 0 to 2, C^alkoxycarbonyl, 
JV-(Ci. 6 alkyl)sulphamoyl and AUHCv<£lkyl) 2 sulphamoyl. 

• R u is a substituent on carbon and is selected from cyano, hydroxy, C^alkyl or a group 
(D-E-); wherein R» including group 0>-E-), may be optionally substituted on carbon by one 
or more V; 

V is cyano, hydroxy or a group (D'-E'-); wherein V, including group (D'-E'-), may be 
optionally substituted on carbon by one or more W; 

W and Z arc independently selected from cyano, Chalky! or C^alkoxy, 
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G and K are independently selected from C^nlkyl, C 2 .*alkenyl, C 2 -8alkynyI, 
arylCi. 6 alkyl or (heterocyclic group)C M alkyl; wherein G and K may be optionally substituted 
on carbon by one or more Q; 

Q is cyano, hydroxy, oxo, C,_ 6 alkyl, C 2 -6alkenyl, CLsallcoxy, C^alkanoyl, 
Ci-ealkanoyloxy, iV-(C,^aUcyl)carbamoyl, W(Ci.6alkyl) 2 carbamoyl, Ci. e alkoxycarbonyl, 
Ci. 6 alkoxycarbonylamino, aryl, aryloxy or a group (D"-E"-); wherein Q, including group 
(D"-E"-)> may be optionally substituted on carbon by one or more Z; 

D, D' and D" are independently selected from aryl, arylCi^alkyl or heterocyclic 
group; wherein D, D' and D" may be optionally substituted on carbon by one or more F; % 
wherein if said heterocyclic group contains an -NH- moiety that nitrogen may be optional! 
substituted by a group selected from K; 

E, E' and E" are independently selected from -0-, -C(0)0- ( -OC(0>, -C(0>, 
-N(R 3 )C(0)-, -C(0)N(R a )-, -S(0) r ; wherein R a is selected from hydrogen or Ci. 6 alkyl 
optionally substituted by one or more F and r is 0-2; and 

F and F are independently selected from nitro, hydroxy, Chalky!, Ci. 6 allcoxy, 
Ci. 6 alkanoyl, iV-(C M alkyl)amino, A^iV-CCi^alkyl^ainino, Ci, 6 alkanoylamino or 
Ci^alkoxycarbonyl. 

m is 0, 1, 2, 3 or 4; wherein the values of R 1 1 are the same or different 

m is 0 5 1, or 2; wherein the values 0 f R u are the same or different, 
m is 0. 
m is 1. 
R 12 is halo. 
R 12 is fluoro. 
R 12 is chloro. 

n is 0, 1 , or 2; wherein the values of R 12 are the same or different; 
n is 0; 
nis 1. 

[0189] Other embodiments of the compound according to paragraph [0187] include the 
following (wherein each of R 2 in this paragraph corresponds to R 12 in paragraph [0187]): 
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Ring A is a pyridyl, indolyl, pyrimidyl, morpholinyl, piperidinyl, piperazinyl, 
pyridazinyUhienyl, pyrazinyl, thiazolyl, oxazolyl, 1,2,4-triazolyl, isoxazolyl, isothiazolyl, 
pyrazolyi, or f uranyl; 

RingB is thienyl, thiadiazolyl, thiazolyl, pyrirrddyl, pyrazinyl, pyridazinyl or pyridyl; 
r 11 is halo, amino, Ci- 6 alkyl, C^allcoxy, Q^alkanoyloxy, ^(Ci. 3 alkyl)amino, 
^-(d-salkyOzamino, Ci. 3 alkanoylamino, ^-(Ci-salkyDcaitooyl, 
W,iV-(Ci-3alkyl)2carbamoyl; 

m is 0, 1, 2, wherein the values of R 11 are the same or different, 
n is 0, 1, 2, wherein the values of R 12 are the same or different; 
R 12 is For CI. 

[0190] Other embodiments of the compound according to paragraph [0187] include the 
following (wherein each of R 2 in this paragraph corresponds to R 12 in paragraph [0187]): 

Ring A is pyridin-4-yi, pyridin-3-yl, pyridin-2-yl or l,2,4-tria2olyl; 

RingB is thienyl or pyridyl; 
R 11 is halo, amino, methyl or methoxy; 
m is 0, 1, 2, wherein the values of R" are the same or different, 
n is 0 or 1; 
R 12 is F. 

[0191] Other embodiments of the compound according to paragraph [0187] include the 
following (wherein each of R 2 in this paragraph corresponds to R 12 in paragraph [0187]): 

Ring A is a pyridyl, quinolyl, indolyl, pyrimidinyl, morpholinyl, piperidinyl, 
piperazinyl, pyridazinyl, pyrazinyl, thiazolyl, thienyl, thienopyrimidinyl, thienopyridinyl, 
purinyl, V ^',3',6'-telxahydropyridmyl, triazinyl, oxazolyl, pyrazolyi, or mranyl; wherein if 
Ring A contains an -NH- moiety that nitrogen may be optionally substituted by a group 
selected from G; 

Ring B is thienyl, thiadiazolyl, thiazolyl, pyrimidyl, pyrazinyl, pyridazinyl or pyridyl; 
R 11 i s a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, oxo, 
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trifluoromcthyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, 
C^allcyl, C2^alkenyl, C 2 -<;alkynyl, C^alkoxy, Cuaikanoyl, Ci^alkanoyloxy, 
jV-(Ci_*alkyl)amino, Ar,AKCi. 6 alkyl)2amino, C^alkanoylamino, Ar-(C^alkyl)carbamoyl, 
A^AKC^alkyl^carbamoyl, Q_ 6 aIkylS(0) a wherein a is 0 to 2, Q^alkoxycarbonyl, 
AHCt^alkyI)sulphamoyl, JV,iV-(Ci-6a]lcyl)aSulphamoyl, aryl, aryloxy, arylC^allcyl, 
heterocyclic group, (heterocyclic group)Ci. 6 alkyl or a group P-E-); wherein R l 7 including 
group (D-E-) 3 may be optionally substituted on carbon by one or more V; and wherein, if said 

heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted by a 
group selected from J; 

V is halo, nitro, cyano, hydroxy, oxo, trifluoromcthyl, trifluoromethoxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, C^alkyl, C 2 . 6 alkenyl, C 2 -*alkynyl, C^alkoxy, 
Ci^alkanoyl, C,. 6 alkanoyloxy, AMC^alkylJamino^^-fCi.eaUcyDaamino, 
C^alkanoylamino, AKCi. 6 alkyl)caibamoyl, A^Ci^alkyl^carbamoyl, Ci^>alkylS(0) a 
wherein a is 0 to 2, C^alkoxycarbonyl, AKCi^alky])sulphamoyl, ^Ar-(C 1 - 6 allcyl) 2 sulphamoyl 
or a group (D'-E'-); wherein V, including group (D'-E'-), may be optionally substituted on 
carbon by one or more W; 

W and Z are independently selected from halo, nitrb, cyano, hydroxy, oxo, 
trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoj'l, 
Ci. 6 aJkyl, C^alkenyl, C^alkynyl, Ci^alkoxy, C^alkanoyl, Ci^alkanoyloxy, 
iV-(Ci^alkyl)amino, Af,A'-(C^aIkyl) 2 amino, C^alkanoylamino, AHQ^alkytycarbamoyl, 
A/;AHCi*alkyl) 2 carbamoyi, Cu 6 alkylS(0) a wherein a is 0 to 2, Ci^alkoxycarbonyl, 
A r -(Cualkyl)sulphamoyl or AW-(Ci^allcj'l) 2 sulphamoyl; 
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G, J and K are independently selected from Ci- 8 alkyl, C^alkenyl, C 2 . 8 alkynyl, 
Ci. 8 alkanoyl, Ci. 8 allcylsitlphonyl, Q.galkoxycarbonyl, carbamoyl iV-(Ci- 8 allcyl)carbamoyl, 
N,iV-(Ci. 8 alkyl)carbamoyl, benzyloxycarbonyl, benzoyl and phenylsulphonyl, aryl, 
arylCealkyl or (heterocyclic groupto.ealkyi; wherein G, J and K may be optionally 
substituted on carbon by one or more Q; and wherein if said heterocyclic group contains an - 
NH- moiety that nitrogen may be optionally substituted by a group selected from hydrogen or 
Ci. 6 alkyl; 

Q is halo, nitro, cyano, hydroxy, oxo, trifluoromcthyl, trffluoromethoxy, amino-, 
carboxy, carbamoyl, mercapto, sulphamoyl, C^alkyl, C 2 -6alkenyl, Cz-ealkynyl, C^alkoxy, 
d . 6 alkanoyl, C ^alkanoyloxy, JV-(C,-sahcyl)amino, A/;N-(Ci. 6 alkyl) 2 amino, 
C^alkanoylamino, A'-(Ci. 6 alkyl)carbamoyI, MiV-(Cwalkyl) 2 carbamoyl, d.<>alkylS(0)a 
wherein a is 0 to 2, Ci. 6 alkoxycarbonyl, C,.6alkoxycarbonylamino,iV-(Ci-6alkyl)sulphamoyl, 
N,iV-(Ci. 6 alkyl) 2 sulphamoyl, aryl, aryloxy, arylCealkyl, arylC^alkoxy, heterocyclic group, 
(heterocyclic group)Ci^alkyl, (heterocychc group)Ci. 6 alkoxy, or a group (D"-E"-); wherein Q, 
. including group (D"-E"-), may be optionally substituted on carbon by one or more Z; 

D, D' and D" are independently selected from C^alky'l, C^lkenyl, C 2 -6alkynyl, 
C 3 . 8 cycloalkyl, C 3 - 8 cycloalkylC,. 6 alkyl, aryl, arylCi. 6 alkyl, heterocychc group, (heterocyclic 
group)Ci. 6 alkyl; wherein D, D' and D' ' may be optionally substituted on carbon by one or 

more F ; and wherein if said heterocychc group contains an -NH- moiety that nitrogen may 
optionally substituted by a group selected from K; 
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E> B* and E >? are independently selected from -N(R a K -0-. -C(0)0~, -OC(0)- ; -C(0>„ 
-N(R Q )C(0>, -N(R a )C(0)N(R b )-, -N(R a )C(0)0-, -OC(0)N(R a )^ -C(0)N(R a >, -S(0) r , 
-S02N(R a )-, -N(R a )S0 2 -; wherein R n and R b are independently selected from hydrogen or 
Ci-ealkyi optionally substituted by one or more F and r is 0-2; 

F andF* are independently selected from halo, nitro, cyano, hydroxy, trifluoroinethyl, 
trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, Chalky], C 2 ^aUcenyl, 
Q^alkynyl, C^alkoxy, C^alkanoyl, d-gallcanoyloxy, iV-(Ci, 6 alkyl)amino, 
AT,AT-(Ci.6allcyl)2amino, Ci-eaUtanoylamino, A r -(Ci.6allcyl)carbamoyl, 
iV,JV-(Ci^alkyl)2carbamoyl, Ci-6allcylS(0) a wherein a is 0 to 2, Ci-oalkoxycarbonyl, 
JV-(^ 6 alkyl)sulphamoyl and N, W-(Ci^alkyl)2Sulphamoyl ; 

m is 0, 1, 2, 3, or 4, wherein the values of R 11 are the same or different; 
R 12 is F or CI; 

n is 0, l r or 2, wherein the values of R 12 are the same or different. 
[0192] Other embodiments of the compound according to paragraph [0187] include the 
following (wherein each of R 2 in this paragraph corresponds to R 12 in paragraph [01871): 

Ring A is pyridin-4-yl, pyridin-3-yl> pyridin-2-yl, morpholin-4-yl, piperidin-4-yl, a 
piperidm-3-yl, piperdin-2-yl, piperazin-4-yl, thiazol~2-yl, thien-2-yl, furan-3-yl, pyirolidin-l- 
yl, piperidin-l-yl, triazol-l-yl or r^'^'^'-tetrahydropyridin^yl wherein if Ring A contains 
an -NH- moiety that nitrogen may be optionally substituted by a group selected from G; 
Ring B is thienyl, thiazolyl, pyrimidyl, pyrazinyl, pyridazinyl or pyiidyl; 

R 11 is a substituent on carbon and is selected from cyano, hydroxy, C^alkyl or a group 

(D-E-); wherein R 11 , including group (D-E-), may be optionally substituted on carbon by one 

or more V; 

W and Z are independently selected from cyano, Chalky! or Ci^alkoxy; 

G and K are independently selected from Ci.salkyl, C^galkenyl, Q^alkynyl, 
arylCi^alkyl or (heterocyclic group)Cj.6all<yl; wherein G and K maybe optionally substituted 
on carbon by one or more Q; 
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Q is cyano, hydroxy, oxo, d. 6 alkyl, C^alkenyl, Ci^aUcoxy, Ci. 6 alkanoyl, 
Cuealkanoyloxy, ^-(Ci^alky^carbaraoyl, iWC,-6alkyl) 2 carbamoyl, C,. 6 alkoxycarbonyl, 
C w alkoxycarbonylamino, aryl, aryloxy or a group (D"-E"-); wherein Q, including group 
(D"-E"-), may be optionally substituted on carbon by one or more Z; 

D, D' and D" are independently selected from aryl, arylCi- 6 alkyl or heterocyclic 
group; wherein D, D' andD" maybe optionally substituted on carbon by one ormoreF; ar 
wherein if said heterocyclic group contains an -NH- moiety that nitrogen may be optionally 
substituted by a group selected from K; 

E, E' and E" are independently selected from -O-, -C(0)0-, -OC(0>, -C(0)-, 
-N(R a )C(0)-, -C(0)N(R a )-, -S(0) r ; wherein R a is selected from hydrogen or C^aUcyl 
optionally substituted by one or more F and r is 0-2; 

F and F are independently selected from nitro, hydroxy, Ci. 6 alkyl, C^alkoxy, 
C^alkanoyl^-CCwalky^amino, iWC^alkyl) 2 amino, Cuealkanoylamino or 
Ci^alkoxycarbonyl; ' 

m is 0, 1, or 2, wherein the values of R 11 are the same or different; 

R 12 is F; 

nisOorl. 

[0193] The following are particular embodiments of the compounds according to paragraph 
[0187]: 




wherein R 11 is selected from: 









J 


or- 


CO 

1 
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[0194] In the compounds of paragraph [0187] - [0193], R\ R 2 , R 3 , and R 4 are preferably as 
defined in paragraphs [0048] and [0049]. In other embodiments of the compounds of paragraph 
[0187] - [0193], R\ R 2 , R 3 , and R 4 are all H. 



[0195] In another embodiment, the invention comprises the compounds of WO 03/024448 in 
which the terminal moieties -C(0)-NH-Ay\ -C(0)-NH-Ay 2 , -C(0)-NH-Ar a -NH 2 , and: 




are replaced with the moiety: 

174 
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[0196] In another embodiment, the invention comprises compounds of the following structural 
formula (13): 

R 1 

O ( r2 

Ar— A-D-E-G— ^-NH-f \ 

<t> R4 (13) 
or a pharmaceutically acceptable salt thereof, wherein 
# is -NH 2 or -OH; 

R 1 is H or as defined in paragraph [0046]; 

R 2 , R 3 , and R 4 are as defined in paragraph [0046]; and 

Ar, A, D, E, and G are as defined in JP 2003137866. 
[0197] In the compounds of paragraph [0196], R\ R 2 , r>, and R 4 are preferably as defined in 
Paragraphs [0048] and [0049]. In other embodiments of the compounds of paragraph [0196], R> R 2 

R.andR areallH.Particularembodimentsofthecompoundsofparagraph[0196]arethose ' ' 
obtained by substituting the terminal moiety: 

O 




of the compounds of JP 2003137866 with the moiety- 

R 1 
R 2 

9 (f% 




™7 *; I"' R * " " **"' in ~ Ce * Paragraph - drably 
luu4oj and [0049], 

fori* (14)'" aTO,her emb ° dimem ' *""*" C ° mPriSeS COmP<>Un * °' * e , °"° wing structoal 
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A-X-Y 




(14) 



or a pharmaceutical^ acceptable salt thereof, wherein 
ois-NH 2 or -OH; 

R 1 is H or as defined in paragraph [0046]; 

R 2 , R 3 , and R 4 are as defined in paragraph [0046]; 

X, Y, and A are as defined in JP 11-269146 (1999); and 

R 11 is the same as R 1 of JP 11-269146 (1999). 
[0199] In the compounds of paragraph [0198], R\ R 2 , R 3 , and R 4 are preferably as defined in 
paragraphs [0048] and [0049], In other embodiments of the compounds of paragraph [0198], R 1 , R 2 , 
R 3 , and R 4 are all H. Particular embodiments of the compounds of paragraph [0198] are those 
obtained by substituting the terminal moiety: 



wherein o, R\ R 2 , R 3 , and R 4 are as defined in accordance with paragraph [0046], and preferably 
[0048] and [0049]. 

[0200] In another embodiment, the invention comprises compounds of the following structural 
formula (15): 




of compounds 1-50 of Tables 2-4 of JP 1 1-269146 (1999) with the moiety: 
R 1 




A-X-Q-(CH 2 ) n - 




(15) 
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or a pharmaceutical^ acceptable salt thereof, wherein 
<£is -NH 2 or-OH; 

R 1 is H or as defined in paragraph [0046]; 

R 2 , R 3 , and R 4 are as defined in paragraph [0046]; 

n, X, Q, and A are as defined in JP 1 1-3021 73 (1999); and 

R n is the same as R 1 of JP 11-302173 (1999). 
[0201] In the compounds of paragraph [0200], R\ R 2 , R 3 , and R 4 are preferably as defined in 
paragraphs [0048] and [0049]. In other embodiments of the compounds of paragraph [0200], R\ R 2 , 
R 3 , and R 4 are all H. Particular embodiments of the compounds of paragraph [0200] are those 
obtained by substituting the terminal moiety: 



wherein 3>, R\ R 2 , R 3 , and R 4 are as defined in accordance with paragraph [0046], and preferably 
[0048] and [0049]. 

[0202] In another embodiment, the invention comprises compounds of the following structural 
formula (16): 





of the compounds 1-67 of JP 1 1-3021 73 (1999) with the moiety: 
R 1 




or a pharmaceutical^ acceptable salt thereof, wherein 
3>is -NH 2 or-OH; 

R 1 is H or as defined in paragraph [0046]; 

R 2 , R 3 , and R 4 are as defined in paragraph [0046]; 
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n, Q r X, and A are as defined in JP 2001131130; and 

R 11 is the same as R 1 of JP 2001 131 130. 
[0203] In the compounds of paragraph [0202], R\ R 2 , R 3 , and R 4 are preferably as defined in 
paragraphs [0048] and [0049], In other embodiments of the compounds of paragraph [0202], R\ R 2 , 
R 3 ( and R 4 are all H. Particular embodiments of the compounds of paragraph [0202] are those 
obtained by substituting the terminal moieties: 



wherein o>, R\ R 2 , R 3 , and R 4 are as defined in accordance with paragraph [0046] f and preferably 
[0048] and [0049]. 

[0204] In another embodiment, the invention comprises compounds of the following structural 
formula (17): 



or a pharmaceutical^ acceptable salt thereof, wherein 
<Dis-NH 2 or -OH; 

R 1 is H or as defined in paragraph [0046]; 

R 2 , R 3 , and R 4 are as defined in paragraph [0046]; 

n, X, Q, and A are as defined in JP 10152462, JP 2002332267, and JP 11-302173; and 
R" is the same as R 1 of JP 10152462, JP 2002332267, and JP 11-302173. 
[0205] In the compounds of paragraph [0204], R\ R 2 , R 3 , and R 4 are preferably as defined in 
paragraphs [0048] and [0049]. In other embodiments of the compounds of paragraph [0204], R\ R 2 , 




of the compounds of JP 2001 131 130 with the moiety: 
R 1 





(17) 
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R 3 , and R 4 are all H. Particular embodiments of the compounds of paragraph [0204] are those 
obtained by substituting the terminal moiety: 

O , 0 

(particularly 

NH 2 

of the compounds of JP 10152462, JP 2002332267, and JP 11-302173 with the moiety 

R 1 
R 2 

I- 

wherein 3>, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with paragraph [0046], and preferably 
[0048] and [0049]. 

[0206] In another embodiment, the invention comprises compounds of the following structural 
formula (18): 





A-X-Q-(CH 2 ) n - 

O K ' (18) 
or a pharmaceutical^ acceptable salt thereof, wherein 
3>is-NH 2 or-0H; 

R 1 is H or as defined in paragraph [0046]; 

R 2 , R 3 , and R 4 are as defined in paragraph [0046]; 

n, X, Q, and A are as defined in US 6,174,905; and 

R 11 is the same as R 1 of US 6,174,905. 
[0207] In the compounds of paragraph [0206], R 1 , R 2 , R 3 , and R 4 are preferably as defined in 
paragraphs [0048] and [0049]. In other embodiments of the compounds of paragraph [0206], R\ R 2 , 
R 3 , and R 4 are all H. Particular embodiments of the compounds of paragraph [0206] are those 
obtained by substituting the terminal moiety: 
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n R 3 

of the compounds of Table 1 of US 6,174,905 and the terminal moiety: 





of the compounds of Tables 2-4 of US 6,174,905 with the moiety: 
R 1 




wherein O, R 1 , R\ R 3 , and R 4 are as defined in accordance with paragraph [0046], and preferably 
[0048] and [0049]. 

[0208] In another embodiment acording to paragraph [0046], the invention comprises 
compounds of WO01/70675 wherein the terminal moiety -C(OMNHOH, -C(0)-CH2-SC(0)CH 3 , -C(0)-CHr 
SH, -C(0)-CH 2 -SCH 3 , -C(0)-CH 2 -SCHrPhenyl, -C(0)-CH 2 -S-phenyl, -C(0)-CH 2 -SC(0)-phenyl and 



wherein 4>, R l , R 2 , R 3 , and R 4 are as defined in accordance with paragraph [0046], and preferably 
[0048] and [0049]. 





of the compounds of Tables 2 and 3 are replaced by the moiety 
R 1 
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[0209] In the second aspect, the invention provides a composition comprising a compound 
according to any one of paragraphs [0046] - [0088], [0098] - [01 10], and [0115] - [0207], or as 
depicted in any of the tables herein together with a pharmaceutical^ acceptable excipient. 
[0210] The third aspect of the invention provides a method of inhibiting histone deacetylase, the 
method comprising contacting the histone deacetylase with a compound according to any one of 
paragraphs [0046] - [0088], [0098] - [01 10], and [01 1 5] - [0207] or as depicted in any of the tables 
herein, or with a composition according to paragraph [0209]. Inhibition of the histone deacetylase 
can be in a cell or a multicellular organism. If in a multicellular organism, the method according to 
this aspect of the invention comprises administering to the organism a compound according any one 
of paragraphs [0046] - [0088], [0098] - [01 10], and [0115] - [0207] or as depicted in any of the 
tables herein, or a composition according to paragraph [0209], Preferably the organism is a 
mammal, more preferably a human. 

[0211] The data presented herein demonstrate the anti-tumor effects of the HDAC inhibitors of 
the invention. Recent publications reporting on HDAC inhibitor human clinical trials suggest that these 
inhibitors can effectively treat human solid tumors or cancer (lung, colon, prostrate, stomach, breast, 
leukemia), including complete remissions of transformed lymphoma (SAHA, ASCO Abstract No. 
2321, 2003) and peripheral T-cell lymphoma (depsipeptide/FR901228 ASCO Abstract No. 88, 
2002). Together with the data presented herein demonstrating surprising efficacy at inhibiting HDAC- 
1 and tumor growth inhibition in vivo, these data lead on to reasonably expect that the HDAC-1 
inhibitors of the invention are useful not only for inhibition of HDAC, but as therapeutic agents for the 
treatment of cancer as well. 

[0212] Preferred compounds according to the invention include those in the Table 1, which were 
prepared essentially using the methods described herein and illustrated below in the schemes. All of 
the compounds in this application were named using Chemdraw Ultra version 6.0.2, which is 
available through Cambridgesoft.co, 100 Cambridge Park Drive, Cambridge, MA 02140, Namepro 
version 5.09, which is available from ACD labs, 90 Adelaide Street West, Toronto, Ontario, WI5H, 
3V9, Canada, or were derived therefrom. 
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Table 1 



Compound 


Name 


Structure 


C 


N-[2-amino-5-(2-thienyl)phenyl]- 
4-{f(5-chloro-6-fluoro-lH- 
benzimidazol-2- 
yl)amino]methyi}benzamide 


H 2 N 

H 


6 


N-[2-amino-5-(2-thienyl)phenyl> 
4-{[(3,4- 

dimethoxyphenyl)amino]methyl} 
benzamide 


MeO^^N^rr^ H NH 2 

o . 




N-l2-amino-5-(2-thienyi)phenyl]- 
4-{[(3-fluoro-4- 

methoxyphenyl)amino]methyl}b 
enzamide 


o 


23 


N-[2-amino-5-(2-thienyl)phenyl]- 
H3,4,5- 

trimethoxybenzyl)indoline-6- 
carboxamide 


Had <q 


29 


N-[2-amino-5-(2-thienyl)phenyl]- 
5-{K3 4 5- 

trimethoxyphenyl)amino]methyl 
}-l-benzofuran-2-carboxamide 




43 


N-[2-amino-5-(2-thienyl)phenyl]- 

4-tt(4-pyridin-3-ylpyrimidin-2- 

yl)amino]methyl)benzamide 


o k^J 




N-[2-amino-5-(2-thienyl)phenyl]- 
4-t({6-[2- 

benzimidazol-2- 
yl}thio)methyl]benzamide 


H 2 N 

^ j H S^J 

H3C CH3 


55 


N-l2-amino-5-(2-thienyl)phenyl]- 
4-U(6-chloro-5-fluoro-lH- 
benzimidazol-2- 
yl)thio]methyl}benzamide 
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Compound 



Name 



Structure 



trans-N-[2-amino-5-(2- 
thienyl)phenyl]-3-(4-{[(3,4,5- 
trimethoxyphenyl)amino]methyl 
}phenyl)acrylamide 




[0213] We have unexpectedly found that when HDAC inhibitors including within them the 
benzamide moiety: 



are substituted on the aniline ring at the 5-position (para to the -NH 2 group) with a substantially 
planar ring or ring system (aryl or heteroaryl), the compound's HDAC inhibitory activity (as measured 
by the human HDAC-1 inhibition assay described below) increases by a factor of from 3 to 10 or 
more compared to similar compounds in which the aniline ring is unsubstituted or substituted with a 
smaller, non-planar moiety, or if the planar moiety is at other than the 5-position of the aninlinyl ring. 
Additionally, we have found that the planar moiety itself can be substituted. Accordingly, R 1 in the 
compounds of the invention is a mono-, bi-, or trkyclic aryl or heteroaryl moiety, which moiety is 
optionally substituted. In some preferred embodiments R 1 is not further substituted. In other 
preferred embodiments, R 1 is substituted with a moiety of from 1-5 atoms, e.g., methyl, 
hydroxymethyl, halomethyl, halo, hydroxy, amino, etc. In other embodiments, R 1 is substituted with a 
larger moiety, e.g., from 6-25 atoms. 

[0214] This is surprising in view of T. Suzuki et. a/., J. Med. Chem, 1999, 42, 3001-3003, which 
teaches that the substitution pattern on the aniline ring of the benzamide fragment of known HDACs 
(wherein the amino group is ortho to the amide nitrogen) is highly sensitive to substitutions. 
Substituents such as Me and OMe ortho- or meta- relative to the amino group are detrimental to 
HDAC inhibitory activity, causing complete loss of HDAC potency. The same type of substituents in 
the para-position relative to the amino group did not cause significant drop of potency which allowed 
assuming that only small substituents such as Me, MeO, F, CI might be tolerated. 
[0215] Furthermore, we have surprisingly found that the HDAC inhibitory activity of such 
compounds (I.e., compounds comprising the chemical moiety of paragraph [0046] and having a 
substantially planar ring or ring system at the 5-position of the aniline ring) is substantially 
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independent of the identity of the chemical moiety bound to the carbonyl of the amide in paragraph 
[0046]. Accordingly, in compounds of formula 1 Y is any chemical moiety (preferably physiologically 
non-reactive) consisting of 1 to 50 atoms. 

[0216] The following are representative examples of the compounds according to the 
embodiments described above. 



Table la 



Ex 


Cpd 


Structure 


Name 


^naracienzaiion 


Sche 
me 


15aa 


76aa 


o 

H fVV 

MeO-W J^J 
MeOv^ 5 ^ 


N-(2-amino-5- 
3- 

methoxyprop- 
l-ynyl)phenyl)- 

«(3 A . ■ 
dimethoxyphe 
nylamino)meth 
yDbenzamide 


l H NMR: (DMSO) 8 (ppm): 9.52 (s, 1H); 
7.89 (d, J=8.2, 2H); 7.46 (d, J=8.2, 2H); 
7.25 (d. J-1.9, 1H); 7.04 (dd, J=1.9, 8.2, 
1H); 6.70 (d, J=8.2, 1H); 6.64 (d, J=8.6, 
1H); 6.31 (d, J=2.5, 1H); 5.98 (m, 2H); 5.35 
(bs, 2H); 4.29 (d, J=6.1, 2H); 4.26 (s, 2H); 
3.65 (s, 3H); 3.58 (s, 3H); 3.29 (s, 3H).MS: 
calc: 445.5; found: 446.4 (M+H) 


13 


19 


93 


H 2 N 

> — O r === \ 


N-{2-amino-5- 

(2-((tert- 

butyldimethyls 

ilyloxy)methyl)t 

iiophen-3- 

yDphenylH- 

methoxybenza 

mide 


*H NMR: (DMSO) 8 (ppm): 9.54 (s, 1H), 
7.96 (d, J = 8.8 Hz, 2H), 7.43 (d, J = 5.1 
Hz, 1H), 7.28 (d, J = 1.8 Hz, 1H), 7.09-7.02 
(m, 4H), 6.81 (d, J = 8.2 Hz, 1H), 5.05 (s, 
Zn), 4.oZ \S, zn), o.oo is, on;, u.o/ ^n/, 
0.06 (s, 6H). MS: (calc.) 468.2; (obt.) 491.2 
(M+Na) + . 


17 


19aa 


93aa 


s r 
° rn 

it 

aAnV 

U H k 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)thiop 

hene-2- 

carboxamide 


*H NMR: (DMSO) 8 (ppm): 9.76 (s, 1H), 
7.99 (d, J= 2.9 Hz, 1H), 7.82 (d, J= 4.9 Hz, 
1H), 7.40 (s, 1H), 7.34 (d, J= 5.1 hz, 1H), 
7.29 (d, J= 8.2 Hz, 1H), 7.24 (d, J= 3.9 Hz, 
1H), 7.20 (t, J= 3.9 Hz, 1H), 7.03 It, J= 6.0 
Hz, 1H), 6.79 (d, J= 8.2 Hz, 1H), 5.17 (s, 
2H). MS: 300.04 (calc) 301.1 (obs) 


17 


19bb 


93bb 


H 2 N 

=v HN — ^ ^ 

w 

F F 


N-(2-amino-5- 
(3,4- 

difluorophenyl) 
phenylK- 
methoxybenza 
mide 


l H NMR: (DMSO) 8 (ppm): 9.59 (s, 1H), 
7.97 (d, J = 8.8, Hz, 2H), 7.59 (ddd, J = 
12.7, 7.8, 2.3, 1H), 7.49 (d, J = 2.3 Hz, 
1H), 745-7.36 (m, 2H), 6.32 (dd, J = 8.2, 
2.2 Hz, 1H), 7.04 (d, J = 8.8, Hz, 2H), 6.84 
(d, J = 8.2, Hz, 1H), 5.15 (s, 1H), 3.83 (s, 
3H). MS: (calc.) 354.1; (obt.) 355.2 (WIH) + . 


17 


19cc 


93cc 


H 2 N 

w 

NMe 2 


N-(2-amino-5- 
(4~N,N- 

dimethylamino 
phenyllphenyl)- 
4- 

methoxybenza 
mide 


*H NMR: (DMSO) 8 (ppm): 9.61 (s, 1H), 
7.97 (d, J = 9.0, Hz, 2H), 7.38-7.36 (m 
3H), 7.21, (dd, J = 8.2, 2.2 Hz, 1H), 7.04 (d 
J = 8.8 Hz, 2H), 6.80 (d, J = 8.4 Hz, 1H) 
6.75 (d, J = 9.0 Hz, 2H), 4.89 (sb, 2H) 
3.83 (s, 3H), 2.90 (s, 6H). MS: (calc.) 361.1 
(obt.) 362.3 (MH) + . 


17 

i 
l 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


19dd 


93dd 


Tifl 


N-(2-amino-5- 

(3-fluoro4~ 

benzyloxyphen 

yOphenylM- 

methoxybenza 

mide 


*H NMR: (DMSO) 8 (ppm): 9.59 (s, 1H), 
7.97 (d, J = 8.8, Hz, 2H), 7.47-7.22 (m, 
10H), 7.04 (d, J = 9.0 Hz, 2H), 6.82 (d, J = 
8.4 Hz, 1H), 5.18 (s, 2H), 5.06 (sb, 2H), 
3.83 (s, 3H). WIS: (calc.) 442.2; (obt.) 443.4 
(MH) + . 


17 


19ee 


93ee 


H 2 N 

Nte0 ~{j-i 0 M, 

f V-OMe 


N-(2-amino-5- 
(3- 

methoxylphen 
yl)phenyl)4- 
methoxybenza 
mide 


J H NMR: (DMSO) 8 (ppm): 9.61 (s, 1H), 
7.98 (d, J = 8.8 Hz, 2H), 7.47 (d, J = 2.2 
Hz, 1H), 7.32-7.26 (m, 2H), 7.12-7.10 (m, 
1H), 7.05-7.02 (m, 3H), 6.84 (d, J = 8.2 Hz, 
1H), 6.80 (ddd, J = 8.2, 2.5, 0.8 Hz, 1H), 
5.07 (sb, 2H), 3.84 (s, 3H), 3.79 (s, 3H). 
MS: (calc.) 348.2; (obt.) 349.2 (MH) + . 


17 


19ff 


93ff 


0 ^\ 


N^2-amino-5- 

(thiophen-2- 

yl)phenyl)-2,2- 

difluorobenzo[ 

d][l,3]dioxole- 

5- 

carboxamide 


*H NMR: (DMSO) 8 (ppm): 9.67 (s, 1H), 
7.94 (d, J = 1.6 Hz, 1H), 7.83 (dd, J = 8.6, 
1.8 Hz, 1H), 7.48 (d, J = 8.4 Hz, 1H), 7.35 
(d, J = 2.2 Hz, 1H), 7.26 (dd, J = 5.0, 1.2 
Hz, 1H), 7.22 (dd, J = 8.2, 2.3 Hz, 1H), 7.15 
(dd, J = 3.6, 1.2 Hz, 1H), 6.96 (dd, J= 5.0, 
3.5 Hz, 1H), 6.71 (d, J = 8.4 Hz, 1H), 5.14 
(s, 2H). MS: 374.05 (calc), 375.0 (obs). 


17 


19gg 


93gg 


VU> H NH 2 


N-{2-amino-5- 

{thiophen-2- 

yl)phenyi)benz 

o[c][l,2,5]oxa 

diazole-5- 

carboxamide 


*H NMR: (DMSO) 8 (ppm): 10.03 (s, 1H), 
8.74 (s, 1H), 8.15 (d, J= 9.4 Hz, 1H), 8.02 
(d, J= 9.4 Hz, 1H), 7.48 (d, J= 2.0 Hz, 1H), 
7.33 (d, 1= 5.1 Hz, 1H), 7.30 (dd, J= 8.4, 
2.0 Hz, 1H), 7.23 (d, J= 3.5 Hz, 1H), 7.03 (t. 
J= 4.9 Hz, 1H), 6.79 (d, J= 8.2 Hz, 1H), 
5.32 (s, 2H). MS: 336.07 (calc), 337.0 
(obs). 


17 


19hh 


93hh 


o 


|NM2-amino-5- 

(thiophen-2- 

yDphenyDquino 

xaline-2- 

carboxamide 


'H NMR: (DMSO) 8 (ppm): 10.25 (s, 1H), 
9.52 (s, 1H), 8.27 to 8.21 (m, 2H), 8.20 to 
7.99 (m, 2H), 7.66 (d, J= 2.2 Hz, 1H), 7.35 
(dd, J= 5.1, 0.98 Hz, 1H), 7.31 (dd, J= 8.2, 
2.2 Hz, 1H), 7.25 (dd, J= 3.5, 0.98 Hz, 1H), 
7.04 (dd, J= 5.1, 3.5 Hz, 1H), 6.83 (d, J= 
8.4 Hz, 1H), 5.28 (s, 2H). MS: 346.09 
(calc), 347.1 (obs). 


17 


20 


94 


H 2 N 

Vs 


N-\c-arninoN> 
(2- 

hydroxymethy 

)thiophen-3- 

yl)phenyl)-4- 

methoxybenza 

mide 


1|J MAUD* /IMMICSM C Umm.Ii A C"7 t~ 1 U\ 

ri IMMK: (DMSO) 8 (ppm): 9.57 (s, 1H), 
7.96 (d, J = 8.8 Hz, 2H), 7.40 (d, J = 5.1 
Hz, 1H), 7.23 (d, J = 1.8 Hz, 1H), 7.09-7.02 
(m, 4H), 6.81 (d, J = 8.0 Hz, 1H), 5.51 (t, J 
= 5.4 Hz, 1H), 5.01 (s, 2H), 4.64 (d, J = 5.3 
Hz, 2H), 3.83 (s, 3H). MS: (calc.) 354.1; 
(obt.) 354.1 (M+Na) + . 


17 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


20aa 


94aa 


H 2 N 

HO 


N-{2-amino-5- 
[4- 

hydroxymethyl 
phenyDpheny))- 
4- 

methoxybenza 
mide 


l H NMR: (DMSO) 8 (ppm): 9.61 (s, 1H), 
7.98 (d, J = 8.8, Hz, 2H), 7.51-7.47 (m, 
3H), 7.32-7.28 (m, 3H), 7.04 (d, J = 8.8 Hz, 
2H), 6.84 (d, J = 8.2 Hz, 1H), 5.15 (t, J = 
5.8 Hz, 1H), 5.04 (sb, 2H), 4.49 (d, J = 5.7 
Hz, 2H), 3.84 (s, 3H). MS: (calc.) 348.1; 
(obt.) 349.1 (MH) + . 


17 


20bb 


94bb 


H 2 N 

/=\ HN — C 


N-(2-amino-5- 
(3- 

hydroxymethyl 
phenyOphenyl)- 
4- 

methoxybenza 
mide 


'H NMR: (DMSO) 5 (ppm): 9.61 (s, 1H), 
7.98 (d, J = 9.0 Hz, 2H), 7.50-7.49 (m, 2H), 
7.40 (d, J = 8.0 Hz, 1H), 7.34-7.29 (m, 2H), 
7.17 (d, J = 8.0 Hz, 1H), 7.04 (d, J = 9.0 
Hz, 2H), 6.85 (d, J = 8.4 Hz, 1H), 5.19 (t, J 
= 5.8 Hz, 1H), 5.06 (sb, 2H), 5.52 (d, J = 
2.8 Hz, 2H), 3.84 (s, 3H). MS: (calc.) 
348.2; (obt.) 349.1 (MH) + . 


17 


20cc 


94dd 


/-OH 

o 

H 2 N 


i\K2-amino-5- 
(4- 

(hydroxymethy 
DphenyDphenyl 

methoxybenza 
mide 


l H NMR: (DMSO) 8 (ppm): 9.89 (s, 1H), 
9.14 (d, J = 1.6 Hz, 1H), 8.73 (dd, J = 4.9, 
1.8 Hz, 1H), 8.33 (dt, J = 8.0, 1.9 Hz, 1H), 
6.54 (dd, J = 7.4, 5.2 Hz, 1H), 7.51-7.49 
(m, 3H), 7.34-7.30 (m, 3H), 6.84 (d, J = 8.4 
Hz, 1H), 5.18 (sb, 3H), 4.49 (d, J = 5.5 Hz, 
2H). MS: (calc.) 319.1; (obt.) 320.2 (MH) + . 


17 


20dd 


94dd 


H 2 N 


N-(2-amino5- 
(5- 

(hydroxymethy 

Dthiophen-2- 

yl)phenyl)4- 

methoxybenza 

mide 


l H NMR: (DMSO) S (ppm): 9.60 (s, 1H), 
7.97 (d, J = 9.0, Hz, 2H), 7.40 (d, J = 2.2 
Hz, 1H), 7.23 (dd, J = 8.2, 2.2 Hz, 1H), 
7.06-7.02 (m, 3H), 6.85 (d, J = 3.5 Hz, 1H), 
6.78 (d, J = 8.4 Hz, 1H), 7.41 (s, 1H), 5.10 
(sb, 2H), 4.57 (sb, 2H), 3.83 (s, 3H). MS: 
(calc.) 354.1; (obt.) 355.1 (MH) + . 


17 


21 


99 


U M 

MeO ^\ 

\ \/ ) 


N-(2-amino-5- 

(4-{(tert- 

butyldimethyls 

ilyloxy)methyl) 

phenyDphenyl)- 

4-((3,4- 

dimethoxyphe 

nylamino)meth 

yDbenzamide 


'H NMR: (DMSO) 8 (ppm): 9.66 (s, 1H), 

—7 r\ 1 t 1 0 r\ LI- OLJ\ "7 CO "7 AC /m RU\ 

7.93 (d, J = 8.0 Hz, 2H), /.0Z-/A0 (m, t>H), 
7.31-7.29 (m, 3H), 6.84 (d, J = 7.6 Hz, 1H), 
6.64 (d, J = 8.6 Hz, 1H), 6.32 (s, 1H), 6.00- 
5.98 (m, 2H), 5.06 (s, 2H), 4.70 (s, 2H), 
4.30 (d, J = 5.9 Hz, 2H), 3.66 (s, 3H), 3.59 
(s, 3H), 0.91 (s, 9H), 0.10 (s, 6H). MS: 
(calc.) 597.2 (obt.) 598.5 (MH) + . 


18 


21-1 


100 


H2N 

MeO 

HO 


N-(2-amino-5- 

\ L r' 

(hydroxymethy 
DphenyDphenyl 

dimethoxyphe 
nytamino)meth 
yDbenzamide 


X H NMR: (DMSO) 8 (ppm): 9.67 (s, 1H), 
7.93 (d, J = 7.8 Hz, 2H), 7.50-7.46 (m, 5H), 
7.31-7.29 (m, 3H), 6.84 (d, J - 8.0 Hz, 1H), 
6.64 (d, J = 8.4 Hz, 1H), 6.32 (d, J = 2.0 
Hz, 1H), 6.00-5.98 (m, 2H), 5.15 (t, J = 5.5 
Hz, 1H), 5.06 (s, 2H), 4.49 (d, J = 5.7 Hz 
2H), 4.31 (d, J = 5.9 Hz, 2H), 3.66 (s, 3H) 
3.59 (s, 3H). MS: (calc.) 483.2; (obt.) 484.4 
(MH) + . 


18 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


22 


104 


H 2 N 

/=\ HN-{^ 

O 

MeO 


N-(2~amino-5- 

methoxycarbo 
nylphenyOphen 
ylK- 

methoxybenza 
mide 


X H NMR: (DMSO) 8 (ppm): 9.61 (s, 1H), 
7.98 (d, J = 8.8, Hz, 2H), 7.95 (d, J = 8.4 
Hz, 2H), 7.71, (d, J = 8.4 Hz, 2H), 7.60 (d, J 
= 2.2 Hz, 1H), 7.43 (dd, J = 8.4, 2.2 Hz, 
1H), 7.04 (d, J = 8.8 Hz, 2H), 6.86 (d, J = 
8.4 Hz, 1H), 5.27 (sb, 2H), 3.85 (s, 3H), 
3.84 (s, 3H). MS: (calc.) 376.1; (obt.) 377.1 
(MH) + . 


19 


23 


105 




N-(2-amino-5- 
(4- 

carboxyphenyl 
)phenyl)-4- 
methoxybenza 
mide 


H NMR: (DMSO) 8 (ppm): 9.61 (s, 1H), 
7.98 {d, J = 8.6, Hz, 2H), 7.93 (d, J = 8.2 
Hz, 2H), 7.66 (d, J = 8.2 Hz, 2H), 7.58 (d, J 
= 2.0 Hz, 1H), 7.40 (dd, J = 8.2, 2.0 Hz, 
1H), 7.04 (d, J = 8.8 Hz, 2H), 6.86 (d, J = 
8.4 Hz, 1H), 5.23 (sb, 2H), 3.84 (s, 3H). 
IMS. (calc.) 362.1; (obt.) 363.1 (MH) . 


19 


24 


107 


H 2 N 

MeO 


methyl 4- 
amino-3-(4- 
methoxybenza 
mido)benzoat 

c 


*H NMR: (DMSO) 8 (ppm): 9.51 (s, 1H), 
7.96 (d, J = 8.8 Hz, 2H), 7.75 (d, J = 2.0 
Hz, 1H), 7.56 (dd, J = 8.4, 2.0 Hz, 1H), 7.03 
(d, J = 9.0 Hz, 2H), 6.75 (d, J = 8.4 Hz, 1H), 
5.80 (s, 2H), 3.83 (s, 3H), 3.75 (s, 3H). MS: 
(calc.) 300.1; (obt.) 301.1 (MH) + . 


20 


24aa 


107aa 


H 2 N 


N-(2-amino-5- 
benzoylphenyl) 

4- 

methoxybenza 
mide 


*H NMR: (DMSO) 8 (ppm): 9.55 (s, 1H), 
7.95 (d, J = 8.8 Hz, 2H), 7.63-7.47 (m, 7H), 
7.02 (d, J = 8.8 Hz, 2H), 6.80 (d, J = 8.4 
Hz, 1H), 5.98 (s, 2H), 3.83 (s, 3H). MS: 
(calc.) 346 r (obt ) 347 1 (MH) + 


20 


25 


108 


H 2 N 

o 


4-amino3-(4- 
methoxybenza 
mido)benzoic 
acid 


*H NMR: (DMSO) 8 (ppm): 9.52 (s, 1H), 
7.96 (d, J = 8.8 Hz, 2H), 7.71 (d, J = 2.0 
Hz, 1H), 7.54 (dd, J = 8.4, 2.0 Hz, 1H), 7.02 
(d, J = 9.0 Hz, 2H), 6.74 (d, J = 8.4 Hz, 1H), 
5.69 (s, 2H), 3.83 (s, 3H). MS: (calc.) 
361.1; (obt.) 362.3 (MH) + . 


20 


26 


109 


H 2 N 

N — f 0 >^NH 2 
0 


N-(2-amino-5- 

carbamoylphe 

nyl)4- 

methoxybenza 
mide 


H NMR: (DMSO) 8 (ppm): 9.57 (s, 1H), 
7.96 (d, J = 8.8 Hz, 2H), 7.67 (d, J = 2.2 
Hz, 1H), 7.59 (sb, 1H), 7.52 (dd, J = 8.2, 
2.0 Hz, 1H), 7.02 (d, J = 8.8 Hz, 2H), 6.90 
(sb, 1H), 6.72 (d, J = 8.4 Hz, 1H), 5.41 (s, 
2H), 3.83 (s, 3H). MS: (calc.) 285.1; (obt.) 
286.1 (MH) + . 


20 


27 


112 


H 2 N 

^-^ O )r-NHPh 
0 


N-(2-amino-5- 

phenylcarbam 

oylphenyH- 

methoxybenza 

mide 


n imivik. (UtvioU) o \ppmj. y.oo is, in), 
9.62 (s, 1H), 7.99 (d, J = 8.8 Hz, 2H), 7.82 
(d, J = 2.0 Hz, 1H), 7.73 (dd, J = 8.8, 1.2 
Hz, 2H), 7.67 (dd, J = 8.4, 2.2 Hz, 1H), 
7.31-7.27 (m, 2H), 7.05-7.01 (m, 3H), 6.80 
(d, J = 8.4 Hz, 1H), 3.84 (s, 3H). MS: (calc.) 
361.1; (obt.) 362.1 (MH) + . 


20 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


27aa 


112aa 


H 2 N O-Ph 

o y-m 


N-(2-amino5- 

phenoxyphen 

yllcarbamoylp 

ienyD-4- 

methoxybenza 

nide 


L H NMR: (DMSO) 6 (ppm): 9.87 (s, 1H), 
9.62 (s, 1H), 7.99 (d, J = 8.8 Hz, 2H), 7.82 
[d, J = 2.2 Hz, lH),7.75(dt,J = 9.0,2.7 
Hz, 2H), 7.67 (dd, J = 8.4, 2.2 Hz, 1H), 
7.38-7.32 (m, 2H), 7.10-6.94 (m, 7H), 6.80 
(d, J = 8.4 Hz, 1H), 5.56 (sb, 2H), 3.84 (s, 
3H). MS: (calc.) 453.2; (obt.) 454.2 (MH)\ 


20 


28 


114 


Br 


N-(2-amino-5- 

bromophenyl)- 

4- 

methoxybenza 
mide 


'H NMR: (DMSO) 8 (ppm): 9.52 (s, 1H), 
7.93 (d, J=9.0 Hz, 2H), 7.34 (d, J=2.3 Hz, 
1H), 7.08 (dd, J=8.6, 2.3 Hz, 1H), 7.02 (d, 
J=9.0 Hz, 2H), 6.71 (d, J=8.6 Hz, 1H), 5.10 
(s, 2H), 3.82 (s, 3H). MS: 321.17(calc) 
321.0/323.0 (found). 


21 


29 


115 


H 2 N 

/=\ HN— £ ^ 

F 


N-(2-amino-5- 
3-chloro-4- 
fluorophenyDp 
henyl)-4- 
methoxybenza 
mide 


X H NMR: (DMSO) 8 (ppm): 9.59 (s, 1H), 
7.97 (d, J = 8.8 Hz, 2H), 7.71 (dd, J = 7.2, 
2.3 Hz, 1H), 7.56-7.52 (m, 1H), 7.51 (d, J = 
2.2 Hz, 1H), 7.40 (t, J= 9.0 1H), 7.33 (dd, J 
= 8.2, 2.3, 1H), 7.04 (d, J = 9.0 Hz, 2H), 
6.84 (d, J = 8.4 Hz, 1H), 5.16 (sb, 2H), 3.84 
(s, 3H). MS: (calc.) 370.1; (obt.) 371.1 
(MH) + . 


21 


29aa 


115aa 


H 2 N 

/=\ HN — ^ ^ 

o 

F 


N-(2-amino-5- 
(4- 

fluorophenyDp 
henyH- 
methoxybenza 
mide 


X H NMR: (DMSO) 8 (ppm): 400 MHz, 
(DMSO) d (ppm): 9.59 (s, 1H), 7.97 (d, J = 
8.4 Hz, 2H), 7.58-7.54 (m, 2H), 7.46 (bs, 
1H), 7.27 (d, J = 8.0 Hz, 1H), 7.19 (t, J = 
8.8 Hz, 2H), 7.04 (d, J = 8.8 Hz, 2H), 6.84 
(d, J = 8.4 Hz, 1H), 5.07 (sb, 2H), 3.83 (s, 
3H). MS: (calc.) 336.1; (obt.) 337.2 (MH) + . 


21 


29bb 


115bb 


H 2 N 

0 o 

OCF 3 


|\K2-amino-5- 
(4- 

(trifluorometh 
oxy)phenyl)ph 
enyiK- 

methoxybenza 
mide 


l H NMR: (DMSO) 8 (ppm): 9.60 (s, 1H), 
7.97 (d, J = 8.6 Hz, 2H), 7.65 (d, J = 8.8 
Hz, 2H), 7.50 (s, 1H), 7.36-7.31 (m, 3H), 
7.04 (d, J = 8.6 Hz, 2H), 6.85 (d, J = 8.4 
Hz, 1H), 5.15 (sb, 2H), 3.83 (s, 3H). MS: 
(calc.) 402.1; (obt.) 403.4 (MH)\ 


21 


29cc 


115cc 


H 2 N 

CF 3 


N-(2-amino-5- 
(4- 

(trifluoromethy 
DphenyDpheny 
)-4- 

methoxybenza 
mide 


»H NMR: (DMSO) 8 (ppm): 9.61 (s, 1H), 
7.98 (d, J = 8.6 Hz, 2H), 7.77 (d, J = 8.2 
Hz, 2H), 7.71 (d, J = 8.2 Hz, 2H), 7.58 (s, 
1H), 7.40 (d, J = 8.6 Hz, 1H), 7.04 (d, J = 
8.8 Hz, 2H), 6.87 (d, J = 8.4 Hz, 1H), 5.25 
(sb, 2H), 3.84 (s, 3H). MS: (calc.) 386.1; 
(obt.) 387.4 (MH)\ 
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Ex 


Cpd 


Structure 


Name 


Characterization 
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N-(2-amino-5- 






30 


116 




(4,4,5,5- 

tetramethyl- 

1.3,2- 

dioxaborolan- 
2-yl)phenyl)4- 
methoxybenza 
mide 


X H NMR: (DMSO) 8 (ppm): 9.47 (s, 1H), 
7.95 (d, J=8.8 Hz, 2H), 7.41 (d, J* 1.4 Hz, 
1H), 7.24 (dd, J=7.8, 1.4 Hz, 1H), 7.01 (d, 
J=8.8 Hz, 2H), 6.70 (d, J=7.8 Hz, 1H), 5.31 
(s, 2H), 3.82 (s, 3H), 1.25 (s, 12H). WIS: 
368.24(calc)369.1(found) 


21 


31 


117 


o n 

o 


AM4-amino4'- 
acetylbiphen- 
3-ylH- 

methoxybenza 
mide 


'H NMR: (DMSO) 8 (ppm): 9.61 (s, 1H), 
7.96 (dd, J=12.8, 8.8 Hz, 4H), 7.70 (d, 
J=8.8 Hz, 2H), 7.60 (d, J=2.1 Hz, 1H), 7.42 
(dd, J=8.4, 2.3 Hz, 1H), 7.04 (d, J=8.8 Hz, 
2H), 6.86 (d, J=8.2 Hz, 1H), 5.26 (s, 2H), 
3.84 (s, 3H), 2.58 (s, 3H). MS: 360.41 (calc) 
361.1 (MH+) (found) 


21 


31aa 


117aa 


>JJ u 


W4- 

aminobiphenyl 
)-3- 

methoxybenza 
mide 


l H NMR: (DMSO) 8 (ppm): 9.64 (s, 1H), 
8.01 (d, J=8.8 Hz, 2H), 7.57 (dd, J=8.4, 1.2 
Hz, 2H), 7.51 (d, J=2.0 Hz, 1H), 7.40 (t, 
J=7.8 Hz, 2H), 7.34 (dd, J=8.2, 2.0 Hz, 1H), 
7.25 (t, J=7.2 Hz, 1H), 7.07 (d, J=8.8 Hz, 
2H), 6.88 (d, J=8.2 Hz, 1H), 5.10 (s, 2H), 
3.87 (s, 3H). MS: 318.37(calc) 
319.1(found) 


21 


31bb 


117bb 


H 2 N 


l\K4-amino-4- 
cyanobiphen- 
3-ylK- 

methoxybenza 
mide 


; H NMR: (DMSO) 8 (ppm): 9.59 (s, 1H), 
7.98 (d, J=9.0 Hz, 2H), 7.81-7.73 (m, 4H), 
7.61 (d, J=2.2 Hz, 1H), 7.43 (dd, J=8.4, 2.3 
Hz, 1H), 7.04 (d, J=8.8 Hz, 2H), 6.86 (d, 
J=8.4 Hz, 1H), 5.32 (s, 2H), 3.84 (s, 3H). 
MS: 343.38 (calc) 344.1 (MH+) (found) 


21 


31cc 


117cc 




W2-amino-5- 
(5- 

acetylthiophen 
-2-yl)phenylM~ 
methoxybenza 
mide 


l H NMR: (DMSO) 8 (ppm): 9.59 (s, 1H), 
7.97 (d, J=8.8 Hz, 2H), 7.84 (d, J=4.1 Hz, 
1H), 7.57 (d, J=2.2 Hz, 1H), 7.39 (dd, 
J=8.3, 2.3 Hz, 1H), 7.37 (d, J=3.9 Hz, 1H), 
7.04 (d, J=8.8 Hz, 2H), 6.81 (d, J=8.4 Hz, 
1H), 5.42 (s, 2H), 3.84 (s, 3H), 2.50 (s, 3H). 
MS: 366.43 (calc) 367.1 (MH+) (found) 


21 


31dd 


117dd 


HO^ 


J\H4-amino4- 
(2- 

iydroxyethyl)b 
iphen-3-yl)4- 
methoxybenza 
mide 


'H NMR: (DMSO) 8 (ppm): 9.60 (s, 1H), 
7.97 (d, J=8.8 Hz, 2H), 7.44 (d, J=8.4 Hz, 
3H), 7.27 (d, J=8.4 Hz, 1H), 7.21 (d, J=8.4 
Hz, 2H), 7.03 (d, J=9.0 Hz, 2H), 6.83 (d, 
J=8.4 Hz, 1H), 5.01 (d, J=10.4 Hz, 2H), 
4.64 (t, J=5.3 Hz, 1H), 3.84 (s, 3H), 3.63- 
3.58 (m, 2H), 2.72 (t, J=7.0 Hz, 2H). MS: 
362.43 (calc) 363.1 (MH+) (found) 
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Sche 
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31 ee 


117ee 




] 

l\K2-amino5- < 
,pyridin-3- < 
/DphenylM- 
methoxybenza 
mide 


l H NMR: (DMSO) 8 (ppm): 9.62 (s, 1H), 
3.77 (s, 1H), 8.42 (d, J=4.7 Hz, 1H), 7.98 
d, J=7.0 Hz, 2H), 7.93 (d, J=7.9 Hz, 1H), 
7.53 (s, 1H), 7.40-7.36 (m, 2H), 7.04 (d, 
J=8.8 Hz, 2H), 6.87 (d, J=8.2 Hz, 2H), 5.16 
[d, J=9.7 Hz, 2H), 3.84 (s, 3H). MS: 
319.36 (calc) 320.1 (MH+) (found) 


21 


31ff 


117ff 


0 // s \ 

0 


/\K4-amino4'- 

methylsulfonyl 

biphen-3-ylM- 

methoxybenza 

mide 


X H NMR: (DMSO) 5 (ppm): (DMS0-d6) 
d(ppm):9.61 (s, 1H), 7.98 (d, J=9.0 Hz, 2H), 
7,89 (d r J=8.6 Hz, 2H), 7.81 (d, J=8.8 Hz, 
2H), 7.62-7.61 (m, 1H), 7.43 (dd, J=8.4, 2.3 
Hz, 1H), 7.04(d,J=8.8Hz, 2H), 6.88 (d, 
J=8.4 Hz, 1H), 5.30 (s, 2H), 3.84 (s, 3H), 
3.22 (s, 3H). MS: 396.46 (calc) 397.2 
(MH+) (found) 


21 


31gg 


117gg 


>JJ H XAa 0H 


W-amino-N- 

methoxybenza 
mido) biphenyl 
acetic acid 


*H NMR: (DMSO) 5 (ppm): 9.61 (s, 1H), 
7.98 (d, J=9.0 Hz, 2H), 7.48 (d, J=6.5 Hz, 
3H), 7.29 (dd, J=8.4, 2.2 Hz, 1H), 7.25 (d, 
J=8.2 Hz, 2H), 7.04 (d, J=8.8 Hz, 2H), 6.84 
(d, J=8.4 Hz, 1H), 5.05 (s, 2H), 3.84 (s, 3H), 
3.56 (s, 3H). MS: 376.41 (calc) 377.2 
(MH+) (found) 


21 


31hh 


117hh 




/\K4-amino-4'- 
N- 

acetamidobiph 
en-3-yl}-4- 
methoxybenza 
mide 


X H NWIR: (DMSO) 5 (ppm): 9.92 (s, 1H), 
9.60 (s, 1H), 7.97 (d, J=8.8 Hz, 2H), 7.57 
(d, J=8.8 Hz, 2H), 7.48-7.44 (m, 3H), 7.27 
(d, J=8.4 Hz, 1H), 7.04 (d, J=8.8 Hz, 2H), 
6.83 (d, J=8.2 Hz, 1H), 5.00 (d, J=10.2Hz, 
2H), 3.84 (s,3H), 2.04 (s,3H). WIS: 
375.43 (calc) 376.3 (MH+) (found) 


21 


31ii 


117ii 


H 2 N. 

0 1 ll 


N-(2-amino-5- 

(pyridin-4- 

yl)phenyl)-4- 

methoxybenza 

mide 


l H NWIR: (DMSO) 8 (ppm): 9.61 (s, 1H), 
8.49 (d, J=5.9 Hz, 2H), 7.98 (d, J=8.8 Hz, 
2H), 7.65 (d, J=2.2 Hz, 1H), 7.57 (dd, 
J=4.5, 1.6 Hz, 2H), 7.49 (dd, J=8.4, 2.2 Hz, 
1H), 7.04 (d, J=9.0 Hz, 2H), 6.87 (d, J=8.4 
Hz, 1H), 5.34 (d, J=8.6Hz, 2H), 3.84 (s, 
3H). MS: 319.36 (calc) 320.2 (MH+) 
(found) 


21 


31jj 


117ii 




N-(4-amino4'- 

hydroxybiphen 

-3-yH- 

methoxybenza 
mide 


>H NMR: (DMSO) 8 (ppm): 9.59 (s, 1H), 
9.32 (s, 1H), 7.97 (d, J=9.0 Hz, 2H), 7.37 
(d, J=2.2 Hz, 1H), 7.33 (d, J=8.8 Hz, 2H), 
7.19 (dd, J=8.2, 2.2 Hz, 1H), 7.03 (d, J=9.0 
Hz, 2H), 6.80 (d, J=8.4 Hz, 1H), 6.76 (d, 
J=8.6 Hz, 2H), 4.92 (s, 2H), 3.83 (s, 3H). 
MS: 334.37 (calc) 335.1 (MH+) (found) 
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31kk 


1171 


0 OMe 


/Y(4-amino-4'- 

methoxybiphe 

n-3-yl)4- 

methoxybenza 

mide 


*H NMR: (DMSO) 5 (ppm): 9.60 (s, 1H), 
7.97 (d, J=8.8 Hz, 2H), 7.46 (d, J=8.8 Hz, 
2H), 7.41 (d, J=2.3 Hz, 1H), 7.23 (dd, 
J-8.2, 2.1 Hz, 1H), 7.03 (d, J=9.1 Hz, 2H), 
6.94 (d, J=8.8 Hz, 2H), 6.82 (d, J=8.5 Hz, 
1H), 4.97 (s, 2H), 3.83 (s, 3H), 3.76 (s, 3H). 
MS: 348.40 (calc) 349.2 (MH+) (found) 


21 


3111 


11711 




N-{2-amino-5- 
(2- 

methylbenzo[d 

]thiazol-5- 

yl)phenyi)-4- 

methoxybenza 

mide 


l H NMR: (DMSO) 8 (ppm): 9.63 (s, 1H), 
8.02-7.97 (m, 4H), 7.60-7.57 (m, 2H), 7.40 
(dd, J=8.2, 2.1 Hz, 1H), 7.04 (d, J=8.8 Hz, 
2H), 6.87 (d, J=8.5 Hz, 1H), 5.11 (s, 2H), 
3.84 (s, 3H), 2.80 (s, 3H). MS: 389.47 
(calc) 390.2 (MH+) (found) 


21 


31m 
m 


117m 
m 




/V-(4-amino-T- 

l V \ i CM I III lu «J 

(2- 

hydroxyethyDb 
iphen-3-yl>4- 
methoxybenza 
mide 


*H NMR: (DMSO) 8 (ppm): 9.61 (s, 1H), 
7.98 (d, J=8.8 Hz, 2H), 7.47 (d, J=2.0 Hz, 
1H), 7.38-7.34 (m, 2H), 7.30-7.25 (m, 2H), 
7.07 (d, J=7.4 Hz, 2H), 7.04 (d, J=9.0 Hz, 
1H), 6.84 (d, J=8.2 Hz, 1H), 5.04 (s, 2H), 
4.64 (t, J=5.3 Hz, 1H), 3.84 (s, 3H), 3.63 
(quad, J=7.0 Hz, 2H), 2.76 (t, J=7.0 Hz, 
2H). MS: 362.43 (calc) 363.3 (MH+) 
(found) 


21 


31nn 


117nn 




l\K2-amino-5- 

(pyrimidin-5- 

yDphenylM- 

methoxybenza 

mide 


l H NMR (DMSO) 8 (ppm): 9.64 (s, 1H), 
9.02 (s, 1H), 9.00 (s, 2H), 7.98 (d, J=8.6 
Hz, 2H), 7.61 (d, J=1.6 Hz, 1H), 7.46 (dd, 
J=8.4, 1.8 Hz, 1H), 7.04 (d, J=8.6 Hz, 2H), 
6.90 (d, J=8.2 Hz, 1H), 5.30 (s, 2H), 3.84 
(s, 3H). MS: 320.35 (calc) 321.2 (MH+) 
(found) 


21 


31oo 


117oo 


^ JL JL JL e O 

^XJ B u^r NHj 


N-[2-Amino-5- 

(5-sulfamoyl- 

thiophen-2-yl)- 

phenyll-4- 

methoxy- 

benzamide 


l H NMR (DMSO) 8 (ppm): 9.58 (s, 1H), 
7.97 (d, J=8.4 Hz, 2H), 7.61 (s, 2H), 7.51 
(d, J=1.2 Hz, 1H), 7.43 (dd, J=3.9, 1.0 Hz, 
1H), 7.32 (dd, J=8.4, 1.4 Hz, 1H), 7.23 (d, 
J=3.9 Hz, 1H), 7.04 (d, J=8.2 Hz, 2H), 6.81 
(d, J=8.2Hz, 1H), 5.35 (s, 2H), 3.84 (s, 
3H). MS: 403.47 (calc) 404.2 (MH+) (found) 


21 


31pp 


H7pp 




N-(2-amino-5- 
(2,4- 

dimethoxypyri 

midin-5- 

yl)phenyl)-4- 

methoxybenza 

mide 


*H NMR (DMSO) 8 (ppm): 9.60 (s, 1H), 
8.24 (s, 1H), 7.96 (d, J=8.2 Hz, 2H), 7.31 
(s, 1H), 7.13 (d, J=9.4 Hz, 1H), 7.03 (d, 
J=8.2 Hz, 2H), 6.81 (d, J=7.9 Hz, 1H), 5.06 
(s, 2H), 3.92 (s, 3H), 3.91 (s, 3H), 3.83 (s, 
3H). MS: 380.40 (calc) 381.4 (MH+) 
(found) 
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31qq 


H7qq 




N-(4-amino4'- 

sulfamoylbiph 

en-3-ylH- 

methoxybenza 

mide 


L H NMR (DMSO) 5 (ppm): 9.64 (s, 1H), 
8.01 (d, J=9.0 Hz, 2H), 7.82 (d, J=8.6 Hz, 
2H), 7.76 (d, J=8.8 Hz, 2H), 7.60 (d, J=2.2 
Hz, 1H), 7.43 (dd, J=8.6, 6.3 Hz, 1H), 7.33 
(s, 2H), 7.07 (d, J=9.0 Hz, 2H), 6.89 (d, 
J=8.2 Hz, 1H), 5.27 (s, 2H), 3.86 (s, 
3H). MS: 397.45 (calc) 398.4 (found) 


21 


31rr 


117rr 


S0 2 NH 2 


(\H2-amino-5- 

(5-(2-methyl-2- 

sulfamoyl- 

propyDthiophe 

n-2-yl)phenyl)- 

4- 

methoxybenza 
mide 


J H NMR (DMSO) 6 (ppm): 9.58 (s, 1H), 
7.97 (d, J=8.8 Hz, 2H), 7.66 (s, 1H), 7.49 
(d,J=2.3 Hz, 1H), 7.44 (d, J=3.9 Hz, 1H), 
7.32 (dd, J=8.2, 2.2 Hz, 1H), 7.22 (d, J=3.9 
Hz, 1H), 7.03 (d, J=9.0 Hz, 2H), 6.80 (d, 
J=8.2 Hz, 1H), 5.36 (s, 2H), 3.83 (s, 3H), 
1.99 (s, 2H), 1.17 (s, 6H). MS: 459.59 
(calc) 460.4 (found) 


21 


31ss 


117ss 


S0 2 NH 2 


/\K4-amino-3'- 

sulfamoylbiph 

en-3-yl)4- 

methoxybenza 

mide 


X H NMR (DMSO) 5 (ppm): 9.62 (s, 1H), 
7.99 (s, 1H), 7.98 (d, J=8.8 Hz, 2H), 7.77 
(d, J=8.6 Hz, 1H), 7.64 (d, J=7.8 Hz, 1H), 
7.55 (t, J=7.8 Hz, 1H), 7.54 (d, J=2.5 Hz, 
1H), 7.36 (dd, J=8.2, 2.0 Hz, 1H), 7.35 (s, 
2H), 7.03 (d, J=8.8 Hz, 2H), 6.87 (d, J=8.4 
Hz, 1H), 5.20 (s, 2H), 3.83 (s, 3H). MS: 
397.45 (calc) 398.3 (found) 


21 


31tt 


117tt 




N-(2-amino-5- 

(5-(isoxazol-3- 

yl)thiophen-2- 

yDphenyH- 

methoxybenza 

mide 


J H NMR (Acetone-d6) d(ppm): 7.89 (d, 
J=8.8 Hz, 2H), 7.77 (d, J=4.1 Hz, 1H), 7.61 
(d, J=2.2 Hz, 1H), 7.31 (dd, J=8.4, 2.3 Hz, 
1H), 7.26 (d, J=4.1 Hz, 1H), 6.91 (d, J=9.0 
Hz, 2H), 6.80 (d, J=8.4 Hz, 1H), 3.75 (s, 
3H). MS: 391.45 (calc) 392.3 (found) 


21 


31uu 


117uu 


^ X J H IX 

^0 ^ N F 


(\H2-amino-5- 
(5- 

fluoropyridin- 
3-yl)phenyl)-4- 
methoxybenza 
mide 


J H NMR (Acetone-d6) d(ppm): 9.08 (bs, 
1H), 8.40 (d, J=2.2 Hz, 1H), 8.12 (ddd, 
J=8.4, 7.8, 2.7 Hz, 1H), 8.04 (d, J=8.6 Hz, 
2H), 7.64 (t, J=2.3 Hz, 1H), 7.36 (ss, J=8.2, 
2.2 Hz, 1H), 7.10 (ddd, J=8.6, 2.5, 0.6 Hz, 
1H), 7.06 (d, J=9.0 Hz, 2H), 7.00 (d, J=8.2 
Hz, 1H), 4.89 (bs, 2H), 3.90 (s, 3H). MS: 
337.35 (calc) 338.1 (found) 


21 


31w 


117w 


^Xj^u^^ 


N-[2-Amino-5- 

(5-carbamido- 

thiophen-2-yl)- 

phenyD-4- 

methoxy- 

benzamide 


X H NMR (Acetone-d6) d(ppm):8.04 (d, 

J=9.0 Hz, 2H), 7.68 (t, J=2.2Hz, 1H), 7.63 
(d, J=3.9 Hz, 1H), 7.05 (d, J=9.0 Hz, 2H), 
6.92 (d, J=8.4 Hz, 1H), 3.90 (s, 3H). MS: 
367.43 (calc) 368.1 (found) 
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31 ww 


117ww 




/\K2-amino-5- 
(Wl- 

hydroxyethyDt 

hiophen-2- 

yl)phenyl)-4- 

methoxybenza 

mide 


*H NMR: (DMSO) 8 (ppm): 9.58 (s, 1H), 
7.97 (d, J=8.8 Hz, 2H), 7.40 (d, J=2.2 Hz, 
1H), 7.22 (dd, J=8.2, 2.2 Hz, 1H), 7.05-7.02 
(m, 3H), 6.81 (dd, J=3.5, 0.8 Hz, 1H), 6.77 
(d, J=8.2 Hz, 1H), 5.48 (d, J=4.7 Hz, 1H), 
5.09 (s, 2H), 4.88 (quint, J=5.3 Hz, 1H), 
3.83 (s, 3H), 1.42 (d, J=6.3 Hz, 3H). MS: 
368.45 (calc) 369.1 (MH+) (found) 


21 


31xx 


117xx 


S0 2 N(Me) 2 


N-[2-Amino-5- 

dimethyDsulfa 

moyl-thiophen- 

2-yl)-phenyl]-4~ 

methoxy- 

benzamide 


*H NMR (DMSO) 6 (ppm): 9.56 (s, 1H), 
7.97 (d, J=8.8 Hz, 2H), 7.54 (d, J=2.2 Hz, 
1H), 7.52 (d, J=3.9 Hz, 1H), 7.38 (d, J=3.9 
Hz, 1H), 7.37 (dd, J=8.4, 2.2 Hz, 1H), 7.03 
(d, J=9.0 Hz, 2H), 6.81 (d, J=8.4 Hz, 1H), 
5.41 (s, 2H), 3.83 (s, 3H), 2.67 (s, 6H). MS: 
431.53 (calc) 432.2 (found) 


21 


32 


122 




N-(2-amino-5- 

(thiophei>2- 

ylthiolphenyl)- 

4^(3,4- 

dimethoxyphe 

nylamino)meth 

yDbenzamide 


*H NMR: (DMSO) 8 (ppm): 9.57 (s, 1H), 
7.87 (d, J=8.4 Hz, 2H), 7.57 (dd, J=5.3, 1.2 
Hz, 1H), 7.44 (d, J=8.4 Hz, 2H), 7.27 (d, 
J=2.0 Hz, 1H), 7.19 (dd, J=3.5, 1.2 Hz, 1H), 
7.05 (dd, J=8.2, 2.2 Hz, 1H), 7.01 (dd, 
J=5.3, 3.5 Hz, 1H), 6.72 (d, J=8.2 Hz, 1H), 
6.63 (d, J=8.6 Hz, 1H), 6.30 (d, J=2.5 Hz, 
1H), 5.97 (dd, J=8.4, 2.5 Hz, 1H), 5.96 (d, 
J=6.5 Hz, 1H), 5.20 (s. 2H), 4.28 (d, J=6.3 
Hz, 2H), 3.65 (s, 3H), 3.58 (s, 3H). MS: 
491.63(calc) 492.5(found) 


22 


33 


123 




N-(2-amino-5- 

\yj\ \J\jy\u i\\jf\j\ I 

enyl)4-((3,4- 
dimethoxyphe 
nylamino)meth 
yDbenzamide 


l H NMR (DMSO-d6) d(ppm):9.57 (s, 1H), 
7.89 (d, J=8.2 Hz, 2H), 7.45 (d, J=8.0 Hz, 
2H), 7.23 (d, J=0.4 Hz, 1H), 7.01 (dd, 
J=8.4, 2.2 Hz, 1H), 6.71 (d, J=8.4 Hz, 1H), 
6.63 (d, J=8.6 Hz, 1H), 6.31 (d, J=2.3 Hz, 
1H), 5.98 (dd, J=8.2, 2.5 Hz, 1H), 5.97 (d, 
J=5.9 Hz, 1H), 5.04 (s, 2H), 4.29 (d, J=5.9 
Hz, 2H), 3.65 (s, 3H), 3.58 (s, 3H), 2.71 (t, 
J=7.0 Hz, 2H), 1.50 (sext, J=7.0 Hz, 2H), 
0.93 (t, J=7.2Hz, 3H).LRMS: 451.59(calc) 
452.5(found) 


22 


34 


125 


o 

h fyV 


N-(2-amino-5- 
(2- 

phenylethynyl) 
phenyl)-4-((3,4- 
dimethoxyphe 
nylamino)meth 
yDbenzamide 


X H NMR: (CD30D) d(ppm): 7.93 (d, J=8.4 
Hz, 2H), 7.52 (d, J=8.2 Hz, 2H), 7.44 (dd, 
J=8.2, 1.8 Hz, 2H), 7.35-7.29 (m, 4H), 7.21 
(dd, J=8.2, 2.0 Hz, 1H), 6.85 (d, J=8.4 Hz, 
1H), 6.71 (d, J=8.4 Hz, 1H), 6.36 (d, J=2.7 
Hz, 1H), 6.13 (dd, J=8.4, 2.5 Hz, 1H), 4.39 
(s, 2H), 3.75 (s, 3H), 3.71 (s, 3H). MS: 
477.56(calc) 478.5(found) 
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125aa 


0 

N 


*J-{2-amino-5- ! 

2-<pyridin-3- j 

rl)ethynyl)phen 

/l)-4-((3,4- 

iimethoxyphe j 

iylamino)meth 

/Dbenzamide 


H NMR: (DMSO) 8 (ppm): 9.55 (s, 1H); 
5.65 (dd; J=0.9, 2.2 Hz; 1H); 8.49 (dd; J= 
1.6,4.8 Hz; 1H); 7.91 (d, J=8.2, 2H); 7.87 
m, 1H); 7.46 (d, J=8.2, 2H); 7.40 (dd; 
1=0.9, 4.8 Hz; 1H); 7.39 (m, 1H); 7.17 (dd; 
1=2.0, 8.3 Hz; 1H); 6.76 (d, J=8.3, 1H); 
5.64 (d, J=8.6, 1H); 6.31 (d, J=2.7, 1H); 
5.98 (m, 2H); 5.51 (bs, 2H); 4.30 (d, J=6.3, 
2H); 3.66 (s, 3H); 3.58 (s, 3H).MS: calc: 
478.5; found: 478.5 (M+H) 


23 


34-1 


127 




(E)-N-<2-amino- 
5- 

styrylphenyl)- 

4-«3,4- 

dimethoxyphe 

nylamino)meth 

yDbenzamide 


'H NMR: (Acetone-d6) d(ppm): 9.07 (s, 
1H), 8.01 (d, J=8.2 Hz, 2H), 7.55 (d, J=8.2 
Hz, 2H), 7.55-7.52 (m, 3H), 7.32 (t, J=7.4 
Hz, 2H), 7.28 (dd, J=8.2, 2.2 Hz, 1H), 7.19 
(t, J=7.2 Hz, 1H), 7.13 (d, J=16.4 Hz, 1H), 
7.0 (d, J=16.2 Hz, 1H), 6.89 (d, J=8.2 Hz, 
1H), 6.70 (d, J=8.4 Hz, 1H), 6.41 (d, J=2.7 
Hz, 1H), 6.12 (dd, J=8.6, 2.7 Hz, 1H), 5.33 
(bs, 1H), 4.85 (bs, 2H), 4.43 (s, 2H), 3.72 (s, 
3H), 3.67 (s, 3H). WIS: 479.58(calc) 480.5 
(found) 


24 


35 


128 




N-(2-amino-5- 

phenethylphen 

ylH4(3,4- 

dimethoxyphe 

ny!amino)meth 

yDbenzamide 


l H NMR (Acetone-d6) d(ppm): 9.07 (s, 
1H), 7.99 (d, J=8.2 Hz, 2H), 7.53 (d, J=8.6 
Hz, 2H), 7.27-7.22 (m, 5H), 7.19-7.14 (m, 
1H), 6.87 (dd, J=8.0, 2.0 Hz, 1H), 6.79 (d, 
J=8.0 Hz, 1H), 6.70 (d, J=8.4 Hz, 1H), 6.40 
(d, J=2.8 Hz, 1H), 6.11 (dd, J=8.4, 2.5 Hz, 
1H), 5.33 (bs, 1H), 4.51 (bs, 2H), 4.42 (s, 
2H), 3.72 (s, 3H), 3.67 (s, 3H). MS: 
481.59(ca!c) 482.2(found) 


24 


36 


129 




N-(2-amino-5- 

phenethylphen 

ylM- 

methylbenzam 
ide 


*H NMR (Acetone-d6) d(ppm): 9.03 (bs, 
1H), 7.94 (d, J=8.0 Hz, 2H), 7.33 (d, J=7.8 
Hz, 2H), 7.28-7.23 (m, 5H), 7.18-7.13 (m, 
1H), 6.87 (dd, J=8.0, 2.0 Hz, 1H), 6.79 (d, 
J=8.2 Hz, 1H), 4.48 (bs, 2H), 2.90-2.86 (m 
2H), 2.83-2.78 (m, 2H), 2.42 (s, 3H). MS 
LRMS: 330.43(calc) 331.1{found) 


24 


37 


131 




N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)-4- 
«6-<2- 

(dimethylamin 

o)ethoxy)-5- 

fluoro-lH- 

benzo[d]imida 

zol-2- 

ylthio)methyl)fc 
enzamide 


J H NMR (Acetone-d6) d(ppm): 9.16 (bs 
1H), 7.97 (d, J=8.4 Hz, 2H), 7.62 (d, J=2.S 
Hz, 1H), 7.61 (d, J=8.4 Hz, 2H), 7.32 (dd 
J=8 2, 2.2 Hz, 1H), 7.28 (bs, 0.5 H), 7.2^ 
(dd,J=5.1, 1.0 Hz, 1H), 7.26 (bs, 0.5 H) 
7.22 (dd, J=3.5, 1.0 Hz, 1H), 7.21 (bs, 1H) 
7.03 (dd, J=5.1, 3.5 Hz, 1H), 6.89 (d, J=8.S 
Hz, 1H), 4.87 (bs, 2H), 4.65 (s, 2H), 4.16 (t 
J=5.7 Hz, 2H), 2.73 (t, J=5.9 Hz, 2H), 2.3( 
(s, 6H). MS: 561.70 (calc) 562.3 (found) 
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134 




4-acetamido- 

N-(2-amino-5- 

(4,4,5,5- 

tetramethyl- 

1,3,2- 

dioxaborolan- 

2- 

yl)phenyl)benz 
amide 


*H NMR (Acetone-d6) d(ppm): 9.42 (bs, 
1H), 9.03 (bs, 1H), 8.03 (d, J=8.8 Hz, 2H), 
7.77 (d, J=8.8 Hz, 2H), 7.60 (d, J=1.6 Hz, 
1H), 7.39(dd, J=8.0, 1.6 Hz, 1H), 6.84 (d, 
J=7.8 Hz, 1H), 5.01 (bs, 2H), 2.13 (s, 3H), 
1.31 (s, 12H). MS: (calc.) 395.3(calc) 
396.1(found) 


26 


39 


136 




/\H2-amino-5- 
(thiophene-2- 
carbonyUphen 
ylK- 

methoxybenza 
mide 


*H NMR: (DMSO) S (ppm): 9.61 (s, 1H), 
8.02 (d, J=6.3 Hz, 1H), 8.01 (d, J=8.6 Hz, 
2H), 7.83 (d, J=2.0 Hz, 1H), 7.75 (d, J=3.2 
Hz, 1H), 7.63 (dd, J=8.4, 2.0 Hz, 1H), 7.29 
(dd, J=4.9, 3.2 Hz, 1H), 7.08 (d, J=8.8 Hz, 
2H), 6.87 (d, J=8.6 Hz, 1H), 6.01 (s, 2H), 
3.88 (s,3H). MS: 352.41(calc) 
353.1(found) 


27 


40 


140 




i v\L Cii 1 III IU 

thiophen-2- 

ylphenyl)-4-(2- 

(N,N- 

dimethylamino 
)acetamido)be 
nzamide 


*H NMR: (DMSO) 8 (ppm): (CD30D) 
d(ppm): 7.99 (d, J=8.8 Hz, 2H), 7.77 (d, 
J=8.8 Hz, 2H), 7.48 (d, J=2.2 Hz, 1H), 7.35 
(dd, J=8.2, 2.2 Hz, 1H), 7.22 (dd, J=5.1, 
1.2 Hz, 1H), 7.20 (td, J=3.5, 1.2 Hz, 1H), 
7.01 (dd, J=5.1, 3.7 Hz, 1H), 6.90 (d, J=8.6 
Hz, 1H), 3.24 (s, 2H), 2.43 (s, 6H). MS: 
394.5 (calc) 395.1 (found) 


28 


41a 


143a 


0 


Pyridin-3- 

ylmethyl 4-((2- 

amino-5- 

(thiophen-2- 

yl)phenyl)carb 

amoyljbenzylc 

arbamate 


*H NMR (DMSO) 5 (ppm): 9.69 (bs, 1H), 
8.58 (s, 1H), 8.53-8.51 (m, 1H), 7.98-7.96 
(m, 1H), 7.94 (d, J=7.8 Hz, 2H), 7.78-7.76 
(m, 1H), 7.46 (s, 1H), 7.40-7.38 (m, 1H), 
7.37 (d, J=8.4 Hz, 2H), 7.29 (d, J=8.8 Hz, 
1H), 7.24-7.23 (m, 1H), 7.05-7.03 (m, 1H), 
6.80 (d, J=8.4 Hz, 1H), 5.15 (bs, 2H), 5.10 
(s, 2H), 4.29 (d, J=6.1 Hz, 2H). MS: 458.54 
(calc) 459.2 (found) 


29 


41b 


143b 


JL J H 


N-(2-amino-5- 

(thiophen-2- 

yOphenylH- 

fluorobenzami 

de 


*H NMR (DMSO) 5 (ppm): 9.73 (s, 1H), 
8.06 (dd, J=8.6, 5.5 Hz, 2H), 7.43 (d, J-1.8 
Hz, 1H), 7.35 (d, J=8.8 Hz, 2H), 7.33 (dd, 
J=6.3, 5.1 Hz, 2H), 7.22 (dd, J=3.7, 1.2 Hz, 
1H), 7.03 (dd, J=5.1, 3.5 Hz, 1H), 6.78 (d, 
J=8.2 Hz, 1H), 5.17 (s, 2H). MS: 312.36 
(calc) 313.1 (found) 


29 


41c 


143c 


JLJ H 1/ 

F 3 CS^^ 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-4- 

(trifluoromethy 

Ithiojbenzamid 

e 


*HNMR (DMSO) 5 (ppm): 8.09 (d, J=8.6 
Hz, 2H), 7.84 (d, J=8.2 Hz, 2H), 7.58 (d, 
J=2.2 Hz, 1H), 7.36 (dd, J=8.2, 2.2 Hz, 1H), 
7.23 (dd, J-5.1, 3.9 Hz, 1H), 7.21 (dd, 
J=3.7, 1.2 Hz, 1H), 7.01 (dd, 5.1, 3.7 Hz, 
1H), 6.90 (d, J=8.4 Hz, 1H). MS: 394.44 
(calc) 395.1 (found) 
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41d 


143d 




LVvs v 


^-(2-amino5- 

(thiophen-2- 

yl)phenyl)-3- 

chloro-4- 

fluorobenzami 

de 


l H NMR (Acetone-d6) d(ppm): 8.22 (d, 
J=7.2 Hz, 1H), 8.08 (bs, 2H), 7.61 (s, 1H), 
7.48 (t, J=8.8 Hz, 1H), 7.35 (dd, J=8.6, 2.0 
Hz, 1H), 7.29 (d, J=5.1 Hz, 1H), 7.23 (d, 
J=3.7 Hz, 2H), 7.04 (dd, J=7.5, 4.3 Hz, 1H), 
6.91 (d, J=8.2 Hz, 1H), 4.88 (bs, 1H). MS: 
346.86 (calc) 347.1 (found) 


29 


41aa 


143aa 


F 3 Co"^ 


o rii 


N-(2-amino-5- 

thiophen-2- 

yl)phenyl)4- 

trifluorometh 

oxy)benzamid 

e 


'H NMR: (DMSO) 6 (ppm): 9.79 (s, 1H), 
8.10 (d, J=8.8 Hz, 2H), 7.50 (d, J=8.4 Hz, 
2H), 7.43 (bs, 1H), 7.32 (d, J=5.2 Hz, 1H), 
7.28 (dd, J=8.4, 2.0 Hz 1H), 7.22 (bd, 
J=3.6 Hz, 1H), 7.02(dd, J= 3.6, 5.2Hz, 1H), 
6.78 (d, J=8.4 Hz, 1H). MS: (calc.) 378; 
(obt.) 379 (MH) + . 


29 


41bb 


143bb 


II J H 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)4- 

chloro-3- 

fluorobenzami 

de 


X H NMR (DMSO) 5 (ppm): 9.82 (s, 1H), 

8.01 (d, J=10.4 Hz, 1H), 7.85 (d, J=7.2 Hz, 
1H), 7.75 (t, J=7.6 Hz, 1H),7.41 (d, J=2.2 
Hz, 1H), 7.33 (d, J=5.1 Hz, 1H), 7.28 (dd, 
J= 8.4, 1.8 Hz, 1H), 7.22 (d, J=3.5 Hz, 1H), 

7.02 (dd, J=4.9, 3.5 Hz, 1H), 6.78 (d, J=8.4 
Hz, 1H), 5.23 (s, 2H). MS: 346.86 (calc) 
347.1/349.1 (found) 


29 


41cc 


143cc 


HjN 

N— ^ O Vs 


N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)nicoti' 
namide 


J H NMR: (DMSO) 8 (ppm): 9.87 (s, 1H), 
9.14 (d, J = 1.8, Hz, 1H), 8.73 (dd, J = 4.9, 
1.8 Hz, 1H), 8.32 (dt, J = 8.0, 2.0 Hz, 1H), 
7.54 (dd, J = 7.8, 5.3 Hz, 1H), 7.46 (d, J = 
2.2 Hz, 1H), 7.34 (dd, J = 5.1, , 1.2 Hz, 1H), 
7.29 (dd, J = 8.4, 2.3 Hz, 1H), 723 (dd, J = 
3.5, 1.0 Hz, 1H), 7.03 (dd, J = 5.1, 3.7 Hz, 
1H), 6.79 (d, J = 8.4 Hz, 1H), 5.24 (sb, 
2H).MS: (calc.) 295.1; (obt.) 296.3 (MH) + . 


29 


41dd 


143dd 


H 2 N 

/=v HN-/ % 


N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)isoni 
cotinamide 


X H NMR: (DMSO) 8 (ppm): 9.95 (s, 1H), 
7.76 (d, J = 6.1, Hz, 2H), 7.90 (d, J = 6.1 
Hz, 1H), 7.44 (d, J = 2.2 Hz, 1H), 7.34 (dd, J 
= 5.1, 1.2 Hz, 1H), 7.30 (dd, J = 8.4, 2.3 
Hz, 1H), 7.23 (dd, J = 3.7, 1.2 Hz, 1H), 7.03 
(dd, J = 5.1, 3.7 Hz, 1H), 6.79 (d, J = 8.4 
Hz, 1H), 5.24 (sb, 2H). MS: (calc.) 295.1; 
(obt.) 296.3 (MH) + . 


29 


41ee 


143ee 




O 
: 0 Hi 

jC p " NH 2 


N-(2-amino-5- 

(thiophen-2- 

yDphenyl)- 

2,3,5,6- 

tetrafluoro-4- 

methylbenzam 

ide 


: H NMR: (DMSO) 8 (ppm): 10.18 (s, 1H), 
7.60 (d, J=2.4 Hz, 1H), 7.36 (dd, J-1.2, 5.2 
Hz, 1H), 7.30 (dd, J=2.4, 8.0 Hz, 1H), 7.23 
(dd, J-1.2, 3.2 Hz, 1H), 7.04 (dd, J=3.6, 
5.2Hz, 1H), 6.81 (d, J=8.0 Hz, 1H), 5.15 
(bs, 2H), 2.32 (s, 3H) MS: (calc.) 380.36; 
(obt.) 381.2 (MH) + , 
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42 


146 




(E)-N-(2-amino- 
5-(thiophen-2- 
yl)phenyl)-3-(4- 
(4- 

methylphenyls 
ulfonamido)ph 
enyDacrylamid 
e 


l H NMR (Acetone-d6J d{ppm):9.20 (bs, 
1H), 8.84 (bs, 1H), 7.72 (d, J=8.0 Hz, 3H), 
7.58 (d, J=15.7 Hz, 1H), 7.54 (d, J=8.4 Hz, 
2H), 7.34 (d, J=8.6 Hz, 2H), 7.29-7.27 (m, 
4H), 7.22 (d, J=3.5 Hz, 1H), 7.04 (t, J=4.9 
Hz, 1H), 6.88 (d, J=8.4 Hz, 1H), 6.86 (d, 
J=15.3 Hz, 1H), 4.84 (bs, 2H), 2.38 (s, 3H). 
MS: 489.62 (calc) 490.1 (found) 


30 


43 


153 


NH 2 


W2-amino-5- 
(2- 

aminothiazol- 
4-yl)phenyl)4- 
methoxybenza 
mide 


*H NMR: (DMSO) 6 (ppm): 9.55 (s, 1H), 
7.96 (d, J=9.0 Hz, 2H), 7.60 (d, J=2.2 Hz, 
1H), 7.39 (d, J=8.2, 2.0 Hz, 1H), 7.02 (d, 
J=9.0 Hz, 2H), 6.90 (s, 2H), 6.73 (d, J=8.4 
Hz, 1H), 6.63 (s, 1H), 4.98 (s, 2H), 3.83 (s, 
3H). MS: 340.4(calc) 341.2 (found) 


31 


44 


157 


0 N NH 2 


W2-amino-5- 
(6- 

aminopyridin- 
3-yl)phenylM- 
methoxybenza 
mide 


'H NMR (Acetone-d6) d(ppm): 8.94 (bs, 
1H), 8.03 (d, J=1.8 Hz, 1H), 7.88 <d, J=8.8 
Hz, 1H), 7.47 (dd, J=8.9, 2.5 Hz, 1H), 7.36 
(d, J=2.3 Hz, 1H), 7.07 (dd, J=8.2, 2.3 Hz, 
1H), 6.89 (d, J=8.8 Hz, 2H), 6.77 (d, J=8.2 
Hz, 1H), 6.45 (dd, J=8.4, 0.6 Hz, 1H), 5.29 
(bs, 2H), 3.74 (s, 3H). MS: 334.38 (calc) 
335.1 (found) 


32 


44a 


157a 


1 H 


W4.4'- 

diamino-3'- 

fluoro- 

biphenyl-3-yl)- 

4-methoxy- 

benzamide 


*H NMR |CD30D| d(ppm): 7.97 (d, J=8.6 
Hz, 2H), 7.37 (d, J-1.6 Hz, 1H), 7.28 (dd, 
J=8.4, 2.2 Hz, 1H), 7.20-7.13 (m, 2H), 7.03 
(d, J=8.6 Hz, 2H), 6.94 (d, J=8.2 Hz, 1H), 
6.85 (t, J=9.0 Hz, 1H), 3.88 (s, 3H). MS: 
351.38 (calc) 352.3 (MH+) (found) 


32 


45 


160 


OH 


W4-amino-3'- 

hydroxybiphen 

-3-ylM- 

methoxybenza 
mide 


l H NMR (DMSO) 5 (ppm): 9.58 (s, 1H), 
9.35 (s, 1H), 7.97 (d, J=8.4 Hz, 2H), 7.43 
(s, 1H), 7.23 (dd, J=8.2, 1.4 Hz, 1H), 7.16 
(t, J=7.6 Hz, 1H), 7.04 (d, J=8.4 Hz, 2H), 
6.95 (d, J=7.6 Hz, 1H), 6.91 (s, 1H), 6.82 
(d, J=8.4 Hz, 1H), 6.62 (dt, J=8.0, 1.0 Hz, 
1H), 5.05 (s, 2H), 3.84 (s, 3H). MS: 334.37 
(calc) 335.2 (MH+) (found) CHECK NMR 


33 


45aa 


160aa 


H 2 N 

/==\ HN— 4 ^ 

^ 0H 

0 O 


\M2-amino-5- 
(3- 

hydroxyphenyl 
iphenyD-4- 
methoxybenza 
mide 


*H NMR: (DMSO) 5 (ppm): 9.59 (s, 1H), 
9.31 (s, 1H), 7.96 (d, J=8.8 Hz, 2H), 7.36 
(d, J=2.0 Hz, 1H), 7.18 (td, J=8.4, 2.0 Hz, 
2H), 7.06-7.02 (m, 3H), 6.87 (dd, J=7.8, 0.8 
Hz, 1H), 6.82-6.77 (m, 2H), 4.92 (s, 2H), 
3.83 (s, 3H). MS: 334.37 (calc) 335.1 
(MH+) (found) CHECK NMR 
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46 


164 


H 2 N \ 

• 


i 

\!W(2-amino- ( 
3-(thiophen-2- j 
/DphenyDcarb I- 
3moyl)phenylV = 
1 

nethylpiperazi " 
ie-1- < 
carboxamide 


H NMR: (DMSO) 8 (ppm): 400 MHz, 
DMS0) d (ppm): 9.57 (s, 1H), 8.80 (s, 1H), 
'.89 (d, J = 8.8 Hz, 2H), 7.59 (d, J = 8.8 
Hz, 2H), 7.44 (d, J = 2.2 Hz, 1H), 7.34 (dd, J 
= 5.1, 1.0 Hz, 1H),7.27 (dd. J = 8.2, 2.2 
Hz, 1H), 7.23 (dd, J = 3.5, 1.2 Hz, 1H), 

7.03 (dd, J = 5.1, 3.5 Hz, 1H), 6.79 (d, J = 

3.4 Hz, 1H), 5.12 (sb, 2H), 3.46 (t, J = 4.8 
Hz, 4H), 2.33 (t, J = 4.9 Hz, 4H). WIS: (calc.) 
435.2: (obt.) 436.4 (MH) + . 


34 


46aa 


164aa 


0 f^S 

O H 


N-(4-{(2-amino- 

5-(thiophen-2- 

yl)phenyl)carb 

amoyDphenyl) 

morpholine-4- 

carboxamide 


l H NMR: (DMSO) 8 (ppm): 9.57 (lH,s), 
8.81 (lH.s), 7.90 (2H,d,8.8 Hz), 7.60 
(2H,d,9.0 Hz), 7.45(lH,d,2.2 Hz), 7.34 
(lH,dd,3.9 and 1.2 Hz), 7.27 (lH,dd,6.1 and 
2.2 Hz), 7.22 (lH.dd.2.3 and 1.2 Hz), 7.03 
(lH,m), 6.78 (lH.d.8.2 Hz), 5.12 (2H,s), 
3.62 (4H,t,4.5 Hz), 3.45 (4H,t,5.1 Hz)MS: 
422.14 (calc), 423.3 (obs). 


34 


46bb 


164bb 


H H 


H4-((2-amino- 

oHtniopnen-Z- 

yl)phenyl)carb 

amoyDphenyl 

M2- 

(dimethylamin 
o)ethyl)urea 


H NMR: (DMSO) 8 (ppm): 9.54 (lH.s), 
9.10 (lH,s), [8.37 (2H,s)comes from formic 
salt], 7.87 (2H,d,8.6), 7.49 (2H,d,8.8 Hz), 
7.44 (lH.d.2.2 Hz), 7.34 (lH.dd.3.9 and 1.2 
Hz), 7.27 (lH,dd,6.1 and 2.2 Hz), 7.23 
(lH,dd,2.5 and 1.0), 7.03 (lH,dd, 3.5 and 
1.6), 6.79 (lH,d,8.2 Hz), 6.36 to 6.34 
(lH,m), 5.11 (2H,s), 3.2 to 3.1 (2H,m), 2.33 
(2H,s), 2.18 (6H,s) MS: 423.2 (calc), 
424.2 (obs). 


34 


46cc 


164cc 


° rii 
i LI 

H 


2- 

(dimethylamin 

o)ethyl 4-((2 

amino-5- 

(thiophen-2- 

yl)phenyl)carb 

amoyDphenylc 

arbamate 


l H NMR: (DMSO) 8 (ppm): 9.99 (lH.s), 
9.59 (lH.s), [8.28 (lH,s) comes from formic 
acid salt], 7.92 (2H,d,8.8), 7.57 (2H,d,9.0 
' Hz), 7.44 (lH,d,2.0 Hz), 7.34 (lH,dd,3.7 
and 1.2 Hz), 7.27 (lH,dd,6.1 and 2.2 Hz), 
7.23 (lH,dd,2.3 and 1.2), 7.03 (lH.dd, 3.3 
and 1.8), 6.79 (lH,d,8.6 Hz), 4.18 (2H,t,5.7 
Hz), 2.20 (6H,s) MS: 424.2 (calc), 425.2 
(obs). 


34 


46d< 


j 164d< 


O 

O (i^V^NH 

IT 


3-<4-((2-amino- 
5-(thiophen-2- 
yl)phenyl)carb 
amoyDphenyl) 
1,1- 

dimethylurea 


*H NMR: (DMSO) 8 (ppm): 9.56 (s, 1H) 
o ci | c i u\. 7 as (A j = 8 « Hz 1 2H): 7.6( 

(d; J=8.8 Hz; 2H); 7.44 (d; J=2.2 Hz; 1H) 
7.34 (dd; J-l.2, 5.1 Hz; 1H); 7.27 (dd 
• J=2.2, 8.4 Hz; 1H); 7.22 (dd; J=1.2, 3.5 Hz 
1H); 7.03 (dd; J=3.5, 5.1 Hz; 1H); 6.79 (d 
J=8.4 Hz; 1H); 5.12 (bs, 2H); 2.95 (s 
6H).MS: calc: 380.4; found: 381.2 (M+H) 
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; 
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Structure 



47 



168 




48 172 




Name 



N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-l- 

methyUH- 

indole-6- 

carboxamide 



N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-4- 

UH-tetrazol-5- 

yDbenzamide 



Characterization 



*H NMR: (DMSO) 8 (ppm): 9.72 (s, 1H), 
8.19 (s, 1H), 7.67 (abq, J= 29.4, 7.6 Hz, 
2H), 7.52 (d, J= 7.6 Hz, 2H), 7.36 (s, 1H), 
7.31 (d, J= 6.5 Hz, 1H), 7.26 (s, 1H), 7.06 
(s, 1H), 6.83 (d, J= 8.0 Hz, 1H), 6.52 (s, 
1H), 5.16 (s, 2H), 3.90 (s, 3H). MS: 347.1 
(calc), 348.1 (obs). 



'H NMR: (DMSO) 8 (ppm): 9.71 (s, 1H), 
8.07 (d, J= 8.2 Hz, 2H), 8.00 (d, J= 8.2 Hz, 
2H), 7.48 (s, 1H), 7.34 (d, J= 5.1 Hz, 1H), 
7.28 (dd, J= 8.2. 2.0 Hz, 1H), 7.24 (d, J= 
3.5 Hz, 1H), 7.03 (t, J= 3.7 Hz, 1H), 6.79 (d, 

8.4 Hz, 1H), 5.17 (s, 2H>. MS: 362.09 
(calc), 363.1 (obs), 



49 



173 




50 



174 




51 



181 



MeO. 




51aa 



181aa 




51bb 



181bb 




N-(2-amino-5- 

(thiophen-2- 

yDphenylM- 

cyanobenzami 

de 



X H NMR: (DMSO) 8 (ppm): 9.92 (s, 1H), 
8.14 (d, J= 8.4 Hz, 2H), 8.00 (d, J= 8.4 Hz, 
2H), 7.44 (d, J= 2.0 Hz, 1H), 7.34 (dd, J= 
5.1, 0.98 Hz, 1H), 7.30 (dd, J= 8.2, 2.2 Hz, 
1H), 7.23 (d, J= 3.5 Hz, 1H), 7.03 (dd, J= 
5.1, 3.5 Hz, 1H), 6.79 (d, J= 8.4 Hz, 1H), 
5.24 (s, 2H). MS: 319.08 (calc), 320.1 
(obs). 



N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-4- 

(4,5-dihydro- 

lH-imidazol-2- 

yDbenzamide 



N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)-3- 
methoxybenza 
mide 



l H NMR: (DMSO) 5 (ppm): 9.96 (lH,s), 
7.59 - 7.52 (3H,m), 7.46 - 7.41 (3H,m), 7.39 
(lH,d,2.2 Hz), 7.33 (lH,dd,2.5 and 1.0 Hz), 
7.16 (lH,dd,5.7 and 1.8 Hz), 6.98 (lH,d,8.4 
Hz),3.84(3H,s) MS: 324.1 (calc), 325.1 
(obs). 



N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)4- 
nitrobenzamid 



N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)-3- 
nitrobenzamid 



H NMR: (DMSO) 8 (ppm): 9.78 (s, 1H), 
8.02 (d, J= 8.0 Hz, 2H), 7.92 (d, J= 8.0 Hz, 
2H), 7.45 (s, 1H), 7.33 (d, J= 5.1 Hz, 1H), 
7.28 (d, J= 8.2 Hz, 1H), 7.22 (d, J= 3.3 Hz, 
1H), 7.03 (t, J= 3.9 Hz, 1H), 6.79 (d, J= 8.2 
Hz, 1H), 5.18 (s, 2H), 3.63 (s, 4H). MS: 
362.12 (calc), 363.1 (obs). 



X H NMR: (DMSO) 8 (ppm): 10.05 (s, 1H), 
8.35 (d, J= 8.6 Hz, 2H), 8.22 (d, J= 8.6 Hz, 
2H), 7.46 (s, 1H), 7.36 (d, J= 4.1 Hz, 1H), 
7.33 (d, J= 8.2 Hz, 1H), 7.25 (d, J= 2.5 Hz, 
1H), 7.04 (t, J= 3.5 Hz, 1H), 6.83 (d, J= 8.4 
Hz, 1H), (missing NH 2 ). MS: 339.07 (calc), 
340.1 (obs). 



X H NMR: (DMSO) 8 (ppm): 10.14(lH,s), 
8.82 (1H,S), 8.43 (2H,d,6.3 Hz), 7.82 
(lH,t,7.8 Hz), 7.46 (lH,d,2.0 Hz), 7.37 - 
7.33 (2H,m), 7.27 (lH,d,3.3), 7.05 
(lH,dd,3.5 and 1.4 Hz), 6.85 (lH,d,8.4 Hz) 
MS: 339.1 (calc) 340.1 (obs). 
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Characterization 


Sche 
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51cc 


181cc 


O 1 

T 

o r^S ; 

1 J H 1 

NH 2 


i 

NK2-amino-5- 
thiophen-2- 
/i)phenyl)-3- < 
cyanobenzami 
de 


H NMR: (DMSO) 5 (ppm): 9.97 QH,s), 
3.45 (lH,s), 8.27 (lH,d,8.0 Hz), 8.05 
lH,d,7.8 Hz), 7.74 (lH,t,8.0 Hz), 7.48 
lH.d.1.8 Hz), 7.38 - 7.3(lH,d,8.4 Hz)7.38 - 
7.33 (2H,m), 7.27 (lH,d,3.52 Hz), 7.05 
lH,dd,3.5 and 1.4 Hz), 6.86 (lH,d,8.4). 
MS: 319.1 (calc) 320.1 (obs). 


37 


51dd 


181dd 


o 

1 

0 f^S| 

U k 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

aromobenzam 

ide 


l H NMR: (DMSO) 8 (ppm): 9.90 (lH,s), 
8.18 (lH,s), 7.98 (lH,d,7.4 Hz), 7.50 - 7.45 
(2H,m), 7.37 - 7.32 (2H,m), 7.27 (lH,d,3.3 
Hz), 7.05 (lH,dd,3.5 and 1.6 Hz), 6.85 
(lH,d,8.4 Hz) MS: 371.9 (calc) 373.0 
(obs). 


37 


51ee 


181ee 


0 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

trifluoromethy 

)benzamide 


*H NMR: (DMSO) 8 (ppm): 10.00 (lH,s), 
8.34 (lH,s), 8.29 (lH,d,8.0 Hz), 7.95 
(lH,d,8.0 Hz), 7.76 (lH,t,7.6 Hz), 7.44 
(lH.s), 7.36 - 7.31 (2H,m), 7.25 (lH.d.3.3 
Hz), 7.04 (lH,t,3.7 Hz), 6.82 (lH,d,8.2 
Hz) MS: 362.1 (calc) 363.1 (obs) 


37 


52 


184 


0 I^Sj 


4-(2-amino-5- 

(thiophen-2- 

yllphenylcarba 

moyDphenyl 

acetate 


*H NMR: (DMSO) 8 (ppm): 9.73 (lH,s), 
8.03 (2H,d,8.4), 7.45 (1H,S,), 7.34 
(lH,d,9.0 Hz), 7.30 - 7.22 (4H,m), 7.04 
(lH,dd,3.5 and 1.6 Hz), 6.79 (lH,d,8.4 Hz), 
5.18 (2H,s), 2.31 (3H,s) MS: 352.1 (calc), 
353.1 (obs) 


37 


52aa 


184aa 


1 ° \ \ 

U H k 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

(dimethylamin 

o)benzamide 


l H NMR: (DMSO) 8 (ppm): 9.64 (lH,s), 
7.45 (lH,s), 7.34 (lH,dd,3.9 and 1.2 Hz), 
7.29 - 7.26 (4H,m), 7.24 - 7.22 (lH,m), 7.03 
(lH,dd,3.7 and 1.4 Hz), 6.90 (lH,d,8.2 Hz), 
6.80 (lH,d,8.2 Hz), 5.10 (2H,s), 2.96 (6H,s) 
MS: 337.1 (calc) 338.1 (obs). 


37 


52bb 


184bb 


H | 1 

rx&x 


3-acetamido- 

N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)benz 

amide 


l H NMR: (DMSO) 8 (ppm): 10.11 (lH,s), 
9.83 (lH,s), 8.11 (1H,S), 7.79 (lH,d,6.7 Hz), 
7.67 (lH,d,7.6 Hz), 7.49 (lH,s), 7.43 
(lH,t,7.8 Hz), 7.38 (lH,d,4.9 Hz), 7.34 
(lH,d,8.4 Hz), 7.28 (lH,d,3.3 Hz), 7.05 
(lH,t,3.7 Hz), 6.89 (lH,d,8.4 Hz), 2.07 
(3H,s) MS: 351.1 (calc) 352.1 (obs) 


37 


53 


190 


H 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-4-{2- 

(piperidin-1- 

yDethylamino) 

benzamide 


*H NMR: (DMSO) 8 (ppm): 9.34 (lH,s), 
[8.25 (2H,s)comes from formic salt), 7.77 
(2H,d,8.8), 7.44(lH,d,2.2Hz), 7.34 
(lH,dd,4.0 and 1.2 Hz), 7.26 - 7.21 (2H,m), 
7.03 (lH,dd,3.5 and 1.4), 6.78 (lH,d,8.2), 
6.62 (lH,d,8.8 Hz), 6.09 (lH,m), 3.25 - 
3.15(8H,m), 1.53 to 1.49 (4H,m), 1.39 
(2H,m) MS: 420.2 (calc), 421.3 (obs). 
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54 


197 


0 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyi)-4-(2- 

morpholinoeth 

oxylbenzamid 

e 


*H NMR: (DMSO) 5 (ppm): 9.67 (lH,s), 

8.01 (2H,d,8.8), 7.44 (lH,d,2.0 Hz), 7.36 
(lH,dd,4.1 and 1.0 Hz), 7.30 (lH,dd,6.1 and 

2.2 Hz), 7.24 (lH,dd,2.5 and 1.2), 7.12 
(2H,d,8.8), 7.04 UH,dd,3.5 and 1.6 Hz), 
6.82 (lH,d,8.4 Hz), 4.44 (2H,t,4.1), 3.65 to 
3.15(10H,m) MS: 423.2 (calc), 424.2 
(obs). 


39 


55 


199 




4-((3,4- 

dimethoxyphe 

nylamino)meth 

yl)-N-(2-amino- 

5- 

cyanophenyDb 
enzamide 


l H NMR: (DMSO) 5 (ppm): 9.56 (bs, 1H), 
7.89 (d, J=8.0 Hz, 2H), 7.52 (bs, 1H), 7.45 
(d, J=8.4 Hz, 2H), 6.77 (d, J=8.4 Hz, 1H), 
6.63 (d, J= 8.4 Hz, 1H), 6.30 (d, J=2.4 Hz, 
1H), 5.99-5.95 (m, 2H), 5.74 (bs, 1H), 4.92 
(bs, 2H), 3.64 (s, 3H), 3.32 (s, 3H).MS: 
(calc); 402.5 (obt.) 403.4 (MH) + . 


40 


56 


205 


H 2 N 

i ° 


4-1(3,4- 

dimethoxyphe 

nylamino)meth 

yl)-N-(2-amino- 

4-fluoro-5- 

(thiophen-2- 

yl)phenyl)benz 

amide 


*H NMR: (DMSO) 8 (ppm): 9.65 (s, 1H), 
7.96 (d, J=8.0 Hz, 2H), 7.487.51 (m, 4H), 
7.31 (d, J=4.0 Hz, 1H), 7.11 (d, J=4.0 Hz, 
1H), 6.80 (d, J=8.8 Hz, 1H), 6.50 (d, J=13.6 
Hz, 1H), 6.35 (d, J=2.8 Hz, 1H), 6.03-6.01 
(m, 2H), 5.50 (bs, 2H), 4.34 (d, J=6,0 Hz, 
2H), 3.70 (s, 3H), 3.62 (s, 3H).MS: (calc.) 
477.6; (obt.) 478.4 (MH) + . 


41 


57a 


209a 


^ c» 


N-(Wl-methyI- 

lH-imidazol-2- 

ylthio)-2- 

amino-4- 

fluorophenyl)- 

^((3,4- 

dimethoxyphe 

nylamino)meth 

yDbenzamide 


*H NMR: (DMSO) 6 (ppm): 9.5 (s, 1H), 

7 QK. 1 A 1 O A LJ-» Ol_i\ t /n #j i n a i i 

/ .oo (d, J=b.4 Hz, 2H), 7.43 (d, J=8.4 Hz, 
2H), 7.2 (s, lH),7.10(d, J=8.4Hz, 1H), 
6.90 (s, 1H), 6.6 (d, J=8.8 Hz, 1H), 6.56 (d, 
J=11.6 Hz, 1H), 6.29 (d, J=2.4 Hz, 1H), 
5.95 (dd, J=2.4, 8.8 Hz,2H), 5.52 {bs, 2H), 
4.28 (bs, 2H), 3.64 (s, 6H), 3.57 (s, 3H).MS: 
(calc.) 507.6; (obt.) 508.4 (MH) + . 


42 


57b 


209b 


H 2 N 

< 0 
Q 


USA- 

dimethoxyphe 

nylaminojmeth 

yWKSWlH- 

imidazol-1- 

yl)phenoxy)-2- 

amino-4- 

fluorophenyDb 

enzamide 


'H NMR: (DMSO) 8 (ppm): 7.87 (d, J=8.4 
Hz, 2H), 7.75 (bs, 1H), 7.60 (d, J=8.0 Hz, 
2H), 7.44 (d, J=8.4 Hz, 2H), 7.26 (bs, 1H), 
7.14 (d, J=8.0 Hz, 1H), 7.03 (d, J=8.0 Hz, 
2H), 6.723 (d, J=13.2 Hz, 1H), 6.62 (d, 
J=8.4 Hz, 1H), 6.29 (d, J=2.4 Hz, 1H), 5.96 
(dd, J=2.4, 8.8 Hz, 2H), 4.28 ( bs, 2H), 3.64 
(s, 3H), 3.57 (s, 3H)MS: (calc.) 553.6; (obt.) 
554.5 (MH) + . 


42 


58 


213 


H 2 N 

HN _y = \_? N "0~ F ' 

o <J : 


4-acetamido- 

(\M2-amino-4- 

fluoro-5-UH- 

DyrroH- 

/DphenyDbenz * 

amide 


l H NMR: (DMSO) 8 (ppm): 10.11 (s, 1H), 
9.48 (s, 1H), 7.83 (d, J=8.4 Hz, 2H), 7.56 
[d, J=8.8 Hz, 2H), 7.20 (d, J=8.4 Hz, 1H), 
5.86 (dd, J=2.0, 4.0 Hz, 2H), 6.62 (d, 
J=12.8Hz, 1H), 6.10 (2H, dd, J=2.0, 4.0 Hz, 
2H), 5.28 (bs, 2H), 2.09 (s, 3H). MS: (calc.) 
352.36; (obt.) 353.2 (MH) + . 
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63- 


232 




(E)-3-{4-((3- 

Chlorophenyla 

mino)methyl)p 

henyl)#(2- 

amino-5- 

(thiophen-2- 

yl)phenyl)acryl 

amide 


l H NMR: (DMSO) 5 (ppm): 9.42 (bs, 1H), 
7.66-7.32 (m, 7H), 7.22-7.14 (m, 2H), 7.10- 
7.00 (m, 2H) f 6.87-6.74 (m, 1H), 6.62-6.50 
(m, 4H), 5.19 (bs, 1H),4.29 (d, J=5.6Hz, 
2H), WIS: (calc.) 459.2; (obt.) 460.3 (MH) + . 
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Ex 
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Structure 
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Characterization 


Sche 
me 


64 


235 


< 


=> ril 

W 

H NH, 


6-Acetamido- 

N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)pyri 

dine-3- 

carboxamide 


*H NMR: (DMSO) 8 (ppmlO.79 (br s, 1H), 
9.75 (br s, 1H), 8.90 (s, 1H), 8.31 (d, J=9.4 
Hz, 1H), 8.15 (d, J=8.5 Hz, 1H), 7.42 (s, 1H), 
7.33 (m, 1H), 7.28 (d, J=8.5 Hz, 1H), 7.22 (s, 
1H), 7.02 (m, 1H), 6.78 (d, J=8.0 Hz, 1H), 
5 20 (br s 2H) 2 13 (s 3H) MS* fcalr ) 
352.1; (obt.) 353.2 (MH) + . 


47 


65a 


238a 


0 

CO* 


H NH 2 


N-{2-amino : 5- 

(thiophen-2- 

yDphenyOqui 

noxaline-6- 

carboxamide 


*H NMR: (DMSO) 8 (ppm): 10.09 (br s, 1H), 
9.04 (dd, J=6.7, 1.8 Hz, 2H), 8.79 (d, J=1.8 
Hz, 1H), 8.37 (dd, J=8.9, 2.0 Hz, 1H), 8.20 
(d, J=8.6 Hz, 1H), 7.51 (d, J=2.2 Hz, 1H), 
7.34 (dd, J=4.9, 1.0 Hz, 1H), 7.30 (dd, 
J=2.1, 8.1 Hz, 1H), 7.24 (dd, J=3.5, 1.2 Hz, 
1H), 7.04 (dd, J=4.9, 3.5 Hz, 1H), 6.81 (d, 
J=8.2 Hz, 1H), 5.28 (br s, 2H). MS: (calc.) 
346.1 (obt.) 347.1 (MH) + . 


48 


65b 


238b 


Vo 


H NH 2 


N-(2-amino5- 

(thiophen-2- 

yOphenyl)- 

2,3-di(furan- 

2- 

yDquinoxaline 
-6- 

carboxamide 


*H NMR: (CD 3 OD) 8 (ppm): 8.56 (s, 1H), 
8.21 (d, J=8.6 Hz, 1H), 8.03 (d, J=8.8 Hz, 
1H), 7.63 (s, 2H), 7.45 (d, J=1.7 Hz, 1H), 
7.27 (d, J=8.4 Hz, 1H), 7.13 - 7.12 (m, 2H), 
6.90 (t, J=4.1 Hz, 1H), 6.83 (d, J=8.4 Hz, 
1H), 6.69 (t, J=3.9 Hz, 2H), 6.55 - 6.56 (m, 
2H).MS: (calc.) 478.1; (obt.) 479.1 (MH)\ 


48 


65c 


238c 


V-5 




N-(2-amino-5- 
(thiophen-2- 
yOphenyl)- 
2,3- 

di(thiophen-2- 
yDquinoxaline 
-6- 

carboxamide 


*H NMR: (DMSO) 8 (ppm): 10.09 (s, 1H), 
8.75 (d, J=1.8 Hz, 1H), 8.32 (dd, J=8.6, 2.0 
Hz, 1H), 8.12 (d, J=8.6 Hz, 1H), 7.84-7.82 
(m, 2H), 7.52 (d, J=2.0 Hz, 1H), 7.35 - 7.24 
(m, 5H), 7.14 - 7.1 1 (m, 2H), 7.03 (dd, J=5.0, 
3.5 Hz, 1H), 6.81 (d, J=8.4 Hz, 1H), 5.29 (s, 
2H).MS: (calc.) 510.1; (obt.) 511.1 (MH) + . 
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242 




Name 



N-(2-amino-5- 
(thiophen-2- 
yOphenyD-4- 
(morpholino 
methyDbenza 
mide 



Characterization 



l H NMR: (CDCI 3 ) 5 (ppm): 8.61 - 8.59 (m, 
1H), 8.02 (br s, 1H), 7.86 (d, J=8,0 Hz, 2H), 
7.53 (br s, 1H), 7.44 (d, J=8.0 Hz, 2H), 7.33 
(dd, J=8.2, 2.2 Hz, 1H), 7.30 - 7.26 {m, 1H), 
7.17 (dd, J=5.1, 1.2 Hz, 1H), 7.15 - 7.14 (m, 
1H), 7.01 (dd, J=5.1, 3.5 Hz, 1H), 6.82 (d, 
J=8.2 Hz, 1H), 3.73 (t, J=4.7 Hz, 4H), 3.57 
(s, 2H), 2.47 (t, J=4.3 Hz, 4H). MS: (calc.) 
393.2; (obt.) 394.2 (MH) + . 



Sche 
me 



49 



67a 



245a 






N-(2-amino-5- 




(thiophen-2- 




yl)phenyl)-5- 




bromobenzof 


V 


uran-2- 


NH 2 


carboxamide 



l H NMR: (DMSO) 8 (ppm): 10.01 (s, 1H), 
8.05 (d, J=1.6 Hz, 1H), 7.69 - 7.67 (m, 2H), 
7.61 (dd, J=8.8, 2.0 Hz, 1H), 7.44 (d, J=2.2 
Hz, 1H), 7.34 (dd, J=5.1, 1.2 Hz, 1H), 7.30 
(dd, J=8.4, 2.2 Hz, 1H), 7.23 (dd, J=3.6, 1.2 
Hz, 1H), 7.02 (dd, J=4.9, 3.6 Hz, 1H), 6.79 
(d, J=8.4 Hz, 1H), 5.24 (s, 2H). MS: (calc.) 
413.0 (d); (obt.) 414.0 (d) (MH) + . 



50 



67b 



245b 



Meo rrv( o 

MeO'^^O HN— i 




^-(2-amino-5- 
(thiophen-2- 
yOphenyl)- 
5,6- 

dimethoxybe 

nzofuran-2- 

carboxamide 



H NMR: (DMSO) 8 (ppm9.77 (s, 1H), 7.64 
1H), 7.51 (d, J=2.1 Hz, 1H), 7.37 (dd, 
=5.1, 1.2 Hz, 1H), 7.33 (d, J=2.2 Hz, 1H), 
7.31 - 7.30 (m, 2H), 7.26 (dd, J=3.7, 1.2 Hz, 
H), 7.06 (dd, J=5.1, 3.5 Hz, 1H), 6.83 (d, 
=8.5 Hz, 1H), 5.22 (s, 2H), 3.88 (s, 3H), 
.85 (s, 3H). MS: (calc.) 394.1; (obt.) 395.1 
MH) + . 



67c 



245c 




67d 



245d 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-5- 

fluorobenzof 

uran-2- 

carboxamide 



N-(2-amino-5- 
(thiophen-2- 
yDphenyl)- 
4,6- 

dichlorobenz 

ofuran-2- 

carboxamide 



H NMR: (DMSO) 8 (ppm): 9.98 (s, 1H), 
7.75 - 7.71 (m, 2H), 7.63 (dd, J=9.0, 2.8 Hz, 

H), 7.44 (d, J=2.0 Hz, 1H), 7.36 - 7.29 (m, 
3H), 7.23 (dd, J=3.5, 1.1 Hz, 1H), 7.03 (dd, 
1=5.1, 3.7 Hz, 1H), 6.79 (d, J=8.4 Hz, 1H), 
5.24 (s, 2H). MS: (calc.) 352.1; (obt.) 353.1 
(MH) + . 



'H NMR: (DMSO) 8 (ppm): 10.04 (s, 1H), 
7.95 (dd, J=1.6, 1.0 Hz, 1H), 7.85 (s, 1H), 
7.63 (d, J-1.6 Hz, 1H), 7.43 (d, J=2.2 Hz, 
1H), 7.34 (dd, J-5.1, 1.2 Hz, 1H), 7.30 (dd, 
J=8.4, 2.3 Hz, 1H), 7.23 (dd, J=3.5, 1.2 Hz, 
1H), 7.03 (dd, J=5.1, 3.5 Hz, 1H), 6.78 (d, 
J=8.3 Hz, 1H), 5.28 (s, 2H) MS: (calc.) 
403.0 (d); (obt.) 404.0 (d)(MH) + . 



50 



50 



50 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


67e 


245e 


OMe 


1 N^C. CJt 1 111 IU <J 

(thiophen-2- 

yDphenyl)- 

4,6- 

dimethoxybe 

nzofuran-2- 

carboxamide 


'H NMR: |DMSO) 5 (ppm): 9.68 (s, 1H), 
7.64 (s, 1H), 7.46 (d, J=2.0 Hz, 1H), 7.32 (d, 
J=1.0 Hz, 1H), 7.27 (dd, J=8.2, 2.1 Hz, 1H), 
7.22 (dd, J=3.5, 1.0 Hz, 1H), 7.02 (dd, 
J=4.9, 3.5 Hz, 1H), 6.84 (s, 1H), 6.78 (d, 
J=8.4 Hz, 1H), 6.47 (d, J-1.7 Hz, 1H), 5.20 
(s, 2H), 3.90 (s, 3H), 3.83 (s, 3H). MS: (calc.) 
394.1; (obt.) 395.1 (MH) + . 


50 


67f 


245f 


ATM 0 M 


N-(2-amino-5- 

(thiophen-2- 

yl)phenylM5- 

(diethylamino 

)benzofuran- 

2- 

carboxamide 


»H NMR: (DMSO) 6 (ppm): 9.60 (s, 1H), 
7.51 - 7.49 (m, 3H), 7.33 (dd, J=5.1, 1.2 Hz, 
1H), 7.27 (dd, J=8.2, 2.1 Hz, 1H), 7.22 (dd, 
J=3.5, 1.2 Hz, 1H), 7.02 (dd, J=5.0, 3.5 Hz, 
1H), 6.80 - 6.76 (m, 3H), 5.17 (s, 2H), 3.40 
(q, J=6.8 Hz, 4H), 1.13 (t, J=7.0 Hz, 
6H). MS: (calc.) 405.1; (obt.) 406.1 (MH) + . 


50 


68 


250 


O f^jj 

H 


2-acetamido- 

N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)pyri 

midine-5- 

carboxamide 


X H NMR: (DMSO) 5 (ppm): 10.90 (s, 1H), 
9.87 (s, 1H), 9.16 (s, 2H), 7.47 (d, J=2.2 Hz, 
1H), 7.36 (dd, J=5.1, 1.2 Hz, 1H), 7.32 (dd, 
J=8.4, 2.2 Hz, 1H), 7.25 (dd, J=3.5, 1.1 Hz, 
1H), 7.05 (dd, J=5.1, 3.7 Hz, 1H), 6.81 (d, 
J=8.4 Hz, 1H), 5.33 (br s, 2H), 2.26 (s, 3H). 
MS: (calc.) 353.1; (obt.) 354.1 (MH) + . 


51 


69a 


253a 




N-{2-amino5- 
(thiophen-2- 
yl)phenyl)-4- 
(3,5- 

dimethyl-lH- 

pyrazol-l- 

yDbenzamide 


l H NMR: (DMSO) 5 (ppm): 9.81 (s, 1H), 
8.09 (d, J=8.4 Hz, 2H), 7.64 (d, J=8.6 Hz, 
2H), 7.46 (d, J=2.0 Hz, 1H), 7.33 (dd, J-5.1, 
1.2 Hz, 1H), 7.28 (dd, J=8.2, 2.2 Hz, 1H), 
7.23 (dd, J=3.5, 1.0 Hz, 1H), 7.03 (dd, 
J-5.1, 3.5 Hz, 1H), 6.80 (d, J=8.3 Hz, 1H), 
6.12 (s, 1H), 5.19 (s, 2H), 2.38 (s, 3H), 2.20 
(s, 3H).MS: (calc.) 388.1; (obt.) 389.1 (MH) + . 


52 


69b 


253b 


O l*^ 


N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)-4- 
(2,5- 

dimethyl-lH- 

pyrrol-1- 

yDbenzamide 


l H NMR: (DMSO) 8 (ppm): 9.85 (s, 1H), 
8.14 (d, J=8.4 Hz, 2H), 7.49 (d, J=2.0 Hz, 
1H), 7.44 (d, J=8.4 Hz, 2H), 7.37 (dd, J=5.1, 
1.2 Hz, 1H), 7.32 (dd, J=8.5, 2.4 Hz, 1H), 
7.26 (dd, J=3.6, 1.0 Hz, 1H), 7.07 (dd, 
J-5.1, 3.5 Hz, 1H), 6.83 (d, J=8.4 Hz, 1H), 
5.86 (s, 2H), 5.24 (s, 2H), 2.05 (s, 6H). MS: 
(calc.) 387.1; (obt.) 388.1 (MH) + . 


52 


70a 


256a 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)ben 

zotd][l,3]dio 

xole-5- 

carboxamide 


»H NMR: (DMSO) 8 (ppm): 9.59 (s, 1H), 
7.60 (dd, J=8.0, 1.6 Hz, 1H), 7.55 (d, J=1.6 
Hz, 1H), 7.43 (d, J=2.2 Hz, 1H), 7.35 (dd, 
J=4.9, 0.6 Hz, 1H), 7.29 (dd, J=8.2, 2.2 Hz, 
1H), 7.24 (dd, J=3.7, 1.0 Hz, 1H), 7.06 - 
7.04 (m, 2H), 6.79 (d, J=8.2 Hz, 1H), 6.13 (s, 
2H), 5.15 (br s, 2H). MS: (calc.) 338.1; 
(obt) 339.1 (MH) + . 
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Structure 



70b 



256b 




70c 



256c 



71a 



258a 



71b 



258b 



71c 



258c 



71d 



258d 




OMe 



MeO 



MeO 







Name 



N-(2-amino-5- 
(thiophen-2- 
yDphenyl)- 
2,3- 

dihydrobenz 
o[b][l,4]dioxi 
ne-6- 
carboxamide 



Characterization 



N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)-7- 
methoxybenz 
o[d][l,3]diox 
ole-5- 
carboxamide 



N-(2-amino-5- 
(thiophen-2- 
yUphenyl)- 
3,4- 

dimethoxybe 
nzamide 



N-(2-amino-5- 
(thiophen-2- 
yllphenylMH- 
benzo[d][l,2 
3]triazole-5- 
carboxamide 



N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-2- 

(pyridin-4- 

yl)thiazole-4- 

carboxamide 



l H NMR: (DMSO) 8 (ppm): 9.57 (s, 1H), 
7.54 (d, J=2.1 Hz, 1H), 7.51 (dd, J=8.4, 2.1 
Hz, 1H), 7.42 (d, J=2.1 Hz, 1H), 7.33 (dd, 
J=5.1, 1.2 Hz, 1H), 7.26 (dd, J=8.4, 2.3 Hz, 
1H), 7.22 (dd, J=3.5, 1.2 Hz, 1H), 7.02 (dd, 
" 5.1,3.5 Hz, 1H), 6.95 (d, J=8.2 Hz, 1H), 
6.79 (d, J=8.4 Hz, 1H), 5.11 (s, 2H), 4.31 - 
4.28 (m, 4H). WIS: (calc.) 352.1; (obt.) 353.1 
(MH) + . 



*H NMR: (DMSO) 5 (ppm): 9.60 (s, 1H), 
7.41 (d, J=2.2 Hz, 1H), 7.36 (d, J=1.4Hz, 
1H), 7.34 (dd, j=5.2, 1.2 Hz, 1H), 7.30- 
7.26 (m, 2H), 7.23 (dd, J=3.6, 1.2 Hz, 1H), 
7.04 (dd, J=4.9, 3.5 Hz, 1H), 6.79 (d, J=8.4 
Hz, 1H), 6.10 (s, 2H), 5.14 (br s, 2H), 3.91 (s, 
3H). WIS: (calc.) 368.1; (obt.) 369.1 (MH) + . 



J H NMR: (DWISO) 5 (ppm): 9.64 (s, 1H), 
7.63 (dd, J=8.2, 2.0 Hz, 1H), 7.57 (d, J=2.2 
Hz, 1H), 7.42 (d, J=2.2 Hz, 1H), 7.33 (dd, 
J=5.1, 1.2 Hz, 1H), 7.28 (dd, J=8.3, 2.3 Hz, 
1H), 7.23 (dd, J=3.5, 1.2 Hz, 1H), 7.05 (d, 
J=8.6 Hz, 1H), 7.02 (dd, J=5.1, 3.6 Hz, 1H), 
6.79 (d, J=8.3 Hz, 1H), 5.12 (br s, 2H), 3.83 
(s, 3H), 3.82 (s, 3H).WIS: (calc.) 354.1; (obt.) 
355.1 (MH) + 



*H NMR: (DMSO) 5 (ppm9.90 (s, 1H), 8.66 
(s, 1H), 8.05 (d, J=9.8 Hz, 1H), 7.96 (d, 
J=8.6 Hz, 1H), 7.49 (d, J=2.0 Hz, 1H), 7.33 
(dd, J=5.1, 1.2 Hz, 1H), 7.30 (dd, J=8.2, 2.2 
Hz, 1H), 7.23 (dd, J=3.5, 1.1 Hz, 1H), 7.03 
(dd, J=5.0, 3.7 Hz, 1H) 6.81 (d, J=8.4 Hz, 
1H), 5.23 (br s, 2H).MS: (calc.) 335.1; (obt.) 
336.0 (MH) + . 



N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-lH- 

Denzofdjimid 

azole-5- 

carboxamide 



X H NMR: (DMSO) 5 (ppm): 9.94 (s, 1H), 
8.78 (m, 3H), 8.11 (dd, J=4.3, 1.6 Hz, 2H), 
7.64 (d, J=2.2 Hz, 1H), 7.38 (dd, J=5.1, 1.0 
Hz, 1H), 7.33 (dd, J=8.2, 2.1 Hz, 1H), 7.28 
dd, J=3.7, 1.2 Hz, 1H), 7.07 (dd, J=5.1, 3.7 
z, 1H), 6.86 (d, J=8.4 Hz, 1H), 5.23 (s, 
2H). MS: (calc.) 378.0; (obt.) 379.0 MHY. 



l H NMR: (DMSO) 5 (ppm): 9.72 (s, 1H), 
8.34 (s, 2H), 7.87 - 7.85 (m, 2H), 7.48 (d, 
J=1.8 Hz, 1H), 7.34 (dd, J=5.1, 1.0 Hz, 1H), 
7.28 (dd, J=8.1, 5.2 Hz, 1H), 7.23 (dd, 
J=3.5, 1.2 Hz, 1H), 7.03 (dd, J=5.1, 3.6 Hz, 
1H), 6.80 (d, J=8.4Hz, 1H), 5.15 (s, 
2H). MS: (calc.) 334.1; (obt.) 335.0 (MH) + . 



Sche 
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Structure 
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Characterization 


Sche 
me 


71e 


258e 


1 JO 


N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)-2- 
naphthamide 


*H NMR: (DMSO) 8 (ppm): 9.90 (s. 1H), 
8.62 {s, 1H), 8.07 - 7.98 (m, 4H), 7.63 - 7.60 
(m, 2H), 7.51 (d, J=2.1 Hz, 1H), 7.34 (dd, 
J=5.1, 1.2 Hz, 1H), 7.30 (dd, J=8.4, 2.2 Hz, 
1H), 7.24 (dd, J=3.5, 1.2 Hz, 1H), 7.04 (dd, 
J=5.1, 3.7 Hz, 1H), 6.81 (d, J=8.4 Hz, 1H), 
5.21 (s, 2H).MS: (calc.) 344.1; (obt.) 
345.1(MH)\ 


54 


71f 


258f 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)ben 

zo[b]thiophe 

ne-2- 

carboxamide 


l H NMR: (DMSO) 8 (ppm): 9.99 (s, 1H), 
8.32 (s, 1H), 8.03 (dd, J=8.4, 2.0 Hz, 1H), 
7.97 (dd, J=6.6, 2.7 Hz, 1H), 7.49 - 7.43 (m, 
3H), 7.33 (dd, J=5.0, 1.1 Hz, 1H), 7.30 (dd, 
J=8.2, 2.2 Hz, 1H), 7.24 (dd, J=3.6, 1.0 Hz, 
1H), 7.03 (dd, J=5.2, 3.7 Hz, 1H), 6.80 (d, 
J=8.4 Hz, 1H), 5.24 (s, 2H).MS: (calc.) 
350.0; (obt.) 351.0 (MH)\ 


54 


71g 


258g 


T 

0 [p*| 


N-(2-amino-5- 

(thiophen-2- 

yDphenyl)- 

3,4-dihydro- 

2H- 

benzo[b][l,4] 

dioxepine-7- 

carboxamide 


J H NMR: (DMSO) 8 (ppm): 9.61 (s, 1H), 
7.63 (d, J=2.2 Hz, 1H), 7.59 (dd. J=8.4, 2.2 
Hz, 1H), 7.41 (d, J=2.0 Hz, 1H), 7.33 (d, 
J=5.1 Hz, 1H), 7.27 (dd, J=8.2, 2.2 Hz, 1H), 
7.22 (dd, J=3.5, 1.0 Hz, 1H), 7.06 - 7.01 (m, 
2H), 6.78 (d, J=8.4 Hz, 1H), 5.12 (br s, 2H), 
4.22 - 4.17 (m, 4H), 2.16 (quintet, J=5.5 Hz, 
2H) MS: (calc.) 366.1; (obt.) 367.1 (MH) + . 


54 


71aa 


258aa 


H 2 N 


4-acetamido- 

N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)ben 

zamide 


J H NMR: (DMSO) 8 (ppm): 10.19 {s, 1H), 
9.61 (s, 1H), 7.94 (d, J = 8.6 Hz, 2H), 7.68 
(d, J = 8.6 Hz, 2H), 7.44 (d, J = 2.2 Hz, 1H), 
7.34 (dd, J = 5.1, 1.2 Hz, 1H), 7.27 (dd, J = 
8.2, 2.2 Hz, 1H), 7.23 (dd, J = 3.7, 1.2 Hz, 
1H), 7.03 (dd, J = 5.1, 4.1 Hz, 1H), 6.79 (d, J 
= 8.4 Hz, 1H), 5.13 (s, 2H), 2.09 (s, 3H). MS: 
(calc.) 351.1; (obt.) 352.3 (MH) + . 


54 


71bb 


258bb 




(E)W2- 

amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

(2,2- 

difluorobenz 
o[d][l,3]diox 
ol-5- 

yDacrylamide 


X H NMR: (DMSO) 8 (ppm): 9.46 (s, 1H), 
7.68 (s, 1H), 7.65 (d, J = 2.2 Hz, 1H), 7.57 
(d, J = 7.8 Hz, 1H), 7.48 (s, 2H), 7.34 (dd, J 
= 5.2, 1.0 Hz, 1H), 7.23 (dd, J = 8.4, 2.2 Hz, 
1H), 7.20 (dd, J = 3.6, 1.2 Hz, 1H), 7.03 (dd, 
J = 5.1, 3.7 Hz, 1H), 6.85 (d, J= 15.7 Hz, 
1H), 6.76 (d, J = 8.4 Hz, 1H), 5.20 (s, 2H). 
MS: 400.07 (calc), 401.1 (obs). 


54 



207 



WO 2005/030705 



PCT/US2004/03159J 



Ex 


Cpd 




Structure 
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Characterization 


Sche 


71ci 


: 258cc 






O 

NH 2 


N-(2-amino-5 

(thiophen-2- 

yl)phenyl)qui 

noline-6- 

carboxamide 


*H NMR: (DMSO) 6 (ppm): 9.97 (s, 1H), 
8.99 (dd, J= 4.1,1.6 Hz, 1H), 8.68 (d, J = 
m 1.8 Hz, 1H), 8.50 (d, J = 8.2 Hz, 1H), 8.29 

(dd 1- 8 S 9 O 1UI o in (j i ooii 

\uu, j- o.o, ^.u, in), o.lO (d, J = 8.8 Hz, 
1H), 7.62 (dd, J = 8.2, 4.3 Hz, 1H), 7.50 (d, 
= 2.2 Hz, 1H), 7.34 (dd, J = 4.9, 0.98 Hz, 
1H), 7.30 (dd, J= 8.2, 2.2 Hz, 1H), 7.24 (dd, 
J = 3.5, 1.2 Hz, 1H), 7.04(dd,J= 5.1,3.5 
Hz, 1H), 6.82 (d, J= 8.2 Hz, 1H), 5.24 (s, 2H) 
. MS: 345.09 (calc), 346.0 (obs). 


me 


71dd 


258dd 


MeCL 
MeO 




H NH 2 


(E)#(2- 

amino-5- 

(thiophen-2- 

yDphenyD-3- 

(3,4- 

dimethoxyph 
enyDacrylami 
de 


'H NMR: (DMSO) 6 (ppm): 9.33 (s, 1H), 
7.68 (d, J= 1.6 Hz, 1H), 7.49 (d, J= 15.5 Hz, 
mi, \aa, j= 5.1, 0.98 Hz, 1H), 7.22 (d, 
J= 2.2 Hz, 1H), 7.20 (d, J= 0.98 Hz, 2H), 
7.19 (d, J= 1.2 Hz, 1H), 7.16 (d, J= 8.2 Hz, 
1H), 7.02 (dd, J= 5.1, 3.7 Hz, 1H), 7.00 (d, 
J= 8.4 Hz, 1H), 6.76 (t, J= 8.6 Hz, 1H), 5.19 
(s, 2H), 3.81 (s, 3H), 3.79 (s, 3H). MS: 
380.12 (calc). 381.1 (obs). 


54 


71ee 


258ee 


0 

jCtV 


o 
V 

NH 2 


l\K2-amino-5- 

(thiophen-2- 

yI)phenyI)-4- 

UH-pyrroU- 

yDbenzamide 


*H NMR: (DMSO) 6 (ppm): 9.73 (s, 1H), 
e.u/ (a, j= 8.4 Hz, 2H), 7.73 (d, J= 8.4 Hz, 
2H), 7.51 (d, J= 1 .8 Hz, 2H), 7.44 (s, 1H), 
7.33 (d, J= 5.1 Hz, 1H), 7.28 (dd, J= 8.2, 1.6 
Hz, 1H), 7.23 (d, J= 3.5 Hz, 1H), 7.03 (t, J= 
4.1 Hz, 1H), 6.79 (d, J= 8.4 Hz, 1H), 6.30 (s, 
2H), 5.16 (s, 2H). MS: 359.11 (calc), 360.1 
[obs). 


54 


71ff 


258ff 


V 




O i 

<) 

NH 2 ] 
> 


M-fP-aminrv^- i 

*\t- ai Mil lv^%J- ' 

thiophen-2- 
/1)phenyD-4- 
lH-imidazol- ( 
t- ] 
'Obenzamide ( 
( 


l H NMR: (DMSO) 8 (ppm): 9.79 (s, 1H), 
a.t-u is, in;, a.iz [a, j= 8.4 Hz, 2H), 7.88 (s, 
LH), 7.82 (d, J= 8.6 Hz, 2H), 7.45 (d, J= 1.8 
Hz, 1H), 7.33 (dd, J= 4.9, 0.78 Hz, 1H), 7.29 
dd, J= 8.2, 2.2 Hz, 1H), 7.23 (d, J= 3.5 Hz, 
•H), 7.13 (s, 1H), 7.04 to 7.02 (m, 1H), 6.79 
d, J= 8.4 Hz, 1H), 5.19 (s, 2H). MS: 360.1 
calc), 361.1 (obs). 


54 


71gg 2 


'58gg 


MeO v 


CrV 

OMe 


0 ^ 

1 (1 

jl y 

T 3 

NH 2 d 

I" 


i 

H2-amino-5- ^ 
thiophen-2- y 
DphenyU- ^ 
,5- -j 
imethoxybe ^ 
zamide 3 


H NMR: (DMSO) 8 (ppm): 9.68 (s, 1H), 
•40 (d, J= 2.0 Hz, 1H), 7.32 (dd, J= 5.1, 1.2 
Iz.lH), 7.27 (dd, J= 8.2,2.2 Hz, 1H), 7.21 
id, J= 3.5,1.2 Hz, 1H), 7.13 (d, 2.2 Hz, 2H), 
.01 (dd, J= 5.1, 3.5 Hz, 1H), 6.78 (d, J= 8.2 
z, 1H), 6.66 (t, J= 2.2 Hz, 1H), 5.11 (s, 2H), 
.79 (s, 6H). MS: 354.1 (calc), 355.1 (obs). 
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Ex 
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Structure 


Name 


Characterization 


Sche 
me 


71hh 


258hh 


Ax 


A 


Y 

NH 2 


N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)-4- 
((4,6- 

dimethylpyri 

midin-2- 

yl)(methyl)am 

ino)benzamid 

e 


*H NMR: (DMSO) 8 (ppm): 9.72 (lH,s), 

7 n"7 /OU A O C Ut\ 7 trt 7 Ad /3U i-« \ 

/.9/ un,d,o.o HZ), /.0U to /.4o (on,m,J, 
7.34 (lH,dd,3.9 and 1.2 Hz), 7.28 (lH,dd,6.1 
and 2.3 Hz), 7.23 (lH,dd,2.3 and 1.2 Hz), 
7.04 {lH,dd,3.5 and 1.4 Hz), 6.79 (lH,d,8.4 
Hz), 6.59 (lH,s), 5.18 (2H,s), 3.52 (3H,s), 
2.25 (6H,s,) MS: 429.2 (calc), 430.2 (obs). 


54 


71ii 


258ii 




s 

O 

rV 


NH 2 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-4- 

morpholinob 

enzamide 


l H NMR: (DMSO) 8 (ppm): 9.49 (lH,s), 
7.88 (2H,d,8.5 Hz), 7.43 (lH,s), 7.35 
(lH,d,8.0 Hz), 7.26 to 7.21 (2H,m), 7.04 to 
6.99 (3H,m), 6.78 (lH,d,8.4), 5.1 (2H,s), 
3.74 to 3.73 (4H,m), 3.29 to 3.23 (4H,m) 
MS: 379.1 (calc), 380.1 (obs). 


54 


7iii 


258jj 




s N 

H 


J> 
NH 2 


N-(2-amino-5- 

(thiophen-2- 

yDphenylK- 

(3-methyi-5- 

oxo-4,5- 

dihydropyraz 

ol-l- 

yDbenzamide 


l H NMR: (DMSO) S (ppm): 9.70 (lH,s), 
8.03 (2H,d,8.8 Hz), 7.93 (lH,d,8.8), 7.70 - 
7.62 (lH,m), 7.46 (lH,d,2.2 Hz), 7.34 
(lH,dd,4.1 and 1.0 Hz), 7.28 (lH,dd,6.1 and 
2.2 Hz), 7.24 (lH,dd,2.5 and 1.0), 7.03 
(lH.dd, 3.5 and 1.6), 6.80 (lH,d,8.4 Hz), 
5.14 (lH,s), 4.19 (2H,m), 2.12 (3H,s) MS: 
390.1 (calc), 391.2 (obs). 


54 


71kk 


258kk 


o 

/ 


) 

H 2 


N-(2-amino~5- 
(thiophen-2- 
yl)phenyl)-4- 
(4~ 

methylpipera 
zin-1- 

yDbenzamide 


*H NMR: (DMSO) 6 (ppm): 9.48 (s, 1H), 
7.87 (d, J= 9.0 Hz, 2H), 7.44 (d, J= 2.2 Hz, 
1H), 7.34 (d, J= 4.9 Hz, 1H), 7.26 (dd, J= 
8.4, 2.2 Hz, 1H), 7.23 (d, J= 3.5 Hz, 1H), 
7.03 (dd, J= 5.1, 3.7 Hz, 1H), 6.99 (d, J= 9.0 
Hz, 2H), 6.79 (d, J= 8.2 Hz, 1H), 5.09 (s, 
2H), 3.36 (t, J= 6.7 Hz, 4H), 2.45 (t, J= 4.9 
Hz, 4H), 2.23 (s, 3H). MS: 392.17 (calc), 
393.2 (obs). 


54 


7111 


25811 




H N 


H 2 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)ben 

zotdlthiazole- 

6- 

carboxamide 


'H NMR: (DMSO) 5 (ppm): 9.87 (s, 1H), 
9.55 (s, 1H), 8.83 (s, 1H), 8.17 (q, J= 8.4 Hz, 
2H), 7.50 (s, 1H), 7.35 (d, J= 5.1 Hz, 1H), 
7.30 (dd, J= 8.2, 1.8 Hz, 1H), 7.24 (d, J= 3.3 
Hz, 1H), 7.04 (t, J= 4.5 Hz, 1H), 6.84 (d, J= 
8.4 Hz, 1H), 5.23 (s, 2H). MS: 351.05 (calc), 
352.0 (obs). 
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E) 


c ^ Cpd 


1 Structure 


Name 


Characterization 


Sche 


71r 
m 


n 258n 
m 




4-{(2-amino- 
* 5-(thiophen- 

2- 

) yOphenyOcai 
bamoyDpher 

^ yl t 
hydroxyben2 
oate 


y NMR: (DMSO) 8 (ppm): 9.76 (IH.s), 

8.07 (2H d 8 6) 7 Q7 ^ Q /I u-,\ n ac 

*. ^»»fUio.oi, /.y/ Un,d,8.4 Hz), 7.46 
, (1H.S), 7.39-7.33 (3H,m), 7.29 (lH,dd,6.1 
and 2.2), 7.24 (lH,d,3.5), 7.04(lH,dd,3.5 
, and 1.6 Hz), 6.91 - 6.89 (2H,m), 6.80 

( , 1 ii d * 8,4) * 5,19 (2H ' S) - 4 - 15 (IH.s). MS: 
430.1 (calc), 431.1 (obs). 


me 

54 


71nr 


i 258nr 


U 111 

W H NH 2 


N-(2-amino-5 

(thiophen-2- 

yl)phenyl)thio 

phene-3- 

carboxamide 


l H NMR: [DMSO) 5 (DDml* Q R« /c i u\ ' 
- 8.32 (s, 1H), 7.62 (d, J= 2.0 Hz, 2H), 7.42 (d 
J= 2.0 Hz, 1H), 7.34 (d, J= 5.1 Hz, 1H), 7.28 
(dd, J= 8.2, 2.0 Hz, 1H), 7.23 (d, J= 2.9 Hz, 
1H), 7.03(dd,J=5.1,3.7Hz, 1H), 6.79 (d, 
J=8.4Hz, 1H), 5.15 (s, 2H). MS: 300.04 
(calc) 301.1 (obs) 


54 


71oo 


258oo 


s \ 

/ — (y"%! ^\ 


N-(2-amino-5- 

(thiophen-2- 

yI)phenyl}-3- 

methylbenzof 

Wthiophene- 

2- 

carboxamide 


'H NMR: (DMSO) 8 (ppm): 9.58 (s, 1H), 
7.97 (dt,J= 41.5, 3.7 Hz, 2H), 7.54 (s.lH), 
7.49 (t, J= 5.1 Hz, 1H), 7.29 (dd, J= 8.2, 2 0 
Hz lH), 7.24(d,J=2.9Hz, 1H), 7.04 (t,J= 
4.9Hz,lH), 6.82 (d, J= 8.4Hz,lH), 5.17 (s, 
2H), 2.68 (s, 3H). MS: 364.07 (calc) 365 1 
(obs) 


54 


71pp 


258pp 


rVW 

H0 A^ H NH 2 


N-{2-amino-5- 

(thiophen-2- 

yl)phenyl)4- 

hydroxybenz 

amide 


*H NMR: (DMSO) 8 (ppm): 9.49 (lH,s), 
7.85(2H,d,8.6), 7.43 (1H.S,), 7.34 (lH,d,5.1 
Hz), 7.26(lH,d,6.1Hz), 7.22 (lH,d,3.5 Hz), 
7.03 (lH,dd,5.1 and 0 Hz), 6.84 - 6.77 
(3H,m), 5.09 (2H,s) MS: 310.1 (calc), 311 1 
f obs). 


54 


71qq . 


258qq 


0 


N M2-amino-5- ; 
thiophen-2- ; 
'OphenytM- J 
nethoxybenz ] 
imide e 

( 


l H NMR: (DMSO) 8 (ppm): 9.59 (s, 1HV 
7.97 (d, J=8.8 Hz; 2H); 7.43 (d; J=2.2 Hz- 
IH); 7.34 (dd; J=1.2, 5.1 Hz; 1H); 7.27 (dd 
=2.2, 8.2 Hz; 1H); 7.23 (dd; j-1.2, 3.5 Hz; 
H); 7.04 (d; J=8.8 Hz; 2H); 7.03 (m, 1H); 
».79 (d; J=8.2 Hz; 1H); 5.12 (bs, 2H); 3.84 
s, 3H).MS: calc: 324.4; found: 325.2 (M+H) 


54 


71rr 2 


!58rr 

i 


0 

^ Ji (\ 

I T ( ft 

Br "^ fir NH2 y 

b 

V_ s ' rr 


1 

K2-amino-5- ^ 

hiophen-2- ^ 

)phenyl)-4- ~ 

romobenza t. 

lide f 
5 

fo 


H NMR: (DMSO) 8 (ppm): 9.78 (s, 1H)- 
.93 (d, J=8.5 Hz; 2H); 7.71 (d, J=8.5 ttr 
ni, /.fo iu, j-i.y nz, iH; f 7.33 (dd; J=1.2, 
.1 Hz; 1H); 7.28 (dd; J=1.9, 8.3 Hz; 1H); 
.23 (dd; J=1.2, 3.5 Hz; 1H); 7.03 (dd; J= 
.5, 5.1 Hz; 1H); 6.78 (d; J=8.3 Hz; 1H)- 
20 (bs, 2H).MS: calc: 371.9 and 373 9- 
und: 373.1 and 375.1 (M+H) 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


71ss 


258ss 


Ci 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)ben 

zofuran-2- 

carboxamide 


l » NMR: (DMSO) 8 (ppm): 9.73 (s, 1H); 
7.99 (s, 1H); 7.97 (s, 1H); 7.56 (d, J=7.2 Hz; 
1H); 7.50 (m, 2H); 7.45 (d; J=2.1 Hz; 1H); 
7.33 (dd; J=1.0, 5.1Hz; 1H); 7.28 (dd; 
J=2.1, 8.2 Hz; 1H); 7.23 (dd; J=1.0, 3.5 Hz; 
1H); 7.03 (dd; J- 3.5, 5.1 Hz; 1H); 6.79 (d; 
J=8.2 Hz; 1H); 5.12 (bs, 2H).MS: calc: 
334.4; found: 335.1 (M+H) 


54 


71tt 


258tt 


o 

fl NHZ 


N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)ben 
zamide 


l H NMR: (CD30D) 8 (ppm): 8.52 (s, 1H); 
7.76 (d; J=7.4 Hz; 1H); 7.65 (d; J= 8.4 Hz; 
1H); 7.63 (s, 1H); 7.56 (d; J= 2.0 Hz; 1H); 
7.49 (m, 1H); 7.37 (dd; J=2.1, 8.3 Hz; 1H); 
7.34 (m, 1H); 7.23 (m, 2H); 7.02 (dd; J=3.7, 
5.3 Hz; 1H); 6.91 (d; J=8.3 Hz; 1H).MS: calc: 
294.4; found: 295.2 (M+H) 


54 


71uu 


258uu 


i 


hM2-amino-5- 

(thiophen-2- 

yUphenyl)- 

3,4-dihydro- 

^methy!-2H- 

benzotbNMJ 

oxazine-7- 

carboxamide 


X H NMR: (DMSO) 8 (ppm): 9.40 (s, 1H), 
7.50 (d, J= 8.4 Hz, 1H), 7.42 (s r 1H), 7.34 (d, 
J= 5.3 Hz, 2H), 7.25 (d, J= 8.2 Hz, 1H), 7.22 
(d, J= 2.7 Hz, 1H), 7.03 (t, J= 4.9 Hz, 1H), 
6.78 (d, J= 8.4 Hz, 1H), 6.73 (d, J= 8.6 Hz, 
1H), 5.06 (s, 2H), 4.23 (d, J= 4.1 Hz, 2H), 
3.30 (m, 2H), 2.93 (s, 3H) MS: 365.12 (caic) 
366.1 (obs) 


54 


71 ww 


258ww 


OMe / ! 
H 2 N 


N-{2-amino-5- 

(thiophen-2- 

yl)phenyl)-7- 

methoxybenz 

ofuran-2- 

carboxamide 


X H NMR: (DMSO) 8 (DDirtV 9 90 (s 1HV 

7.71 (s, 1H); 7.46 (d, J= 2.0 Hz; 1H); 7.35 (s, 
1H); 7.34 (m, 1H); 7.30 (dd; J=2.0, 8.4 Hz; 
1H); 7.27 (d; J= 7.9 Hz; 1H); 7.24 (m, 1H); 
7.08 (d; J= 7.9 Hz; 1H); 7.04 (dd; J= 3.7, 5.1 
Hz; 1H); 6.80 (d; J=8.2 Hz; 1H); 5.12 (bs, 
2H); 3.98 (s; 3H). MS: calc: 364.4; found: 
365.1 (M+H) 


54 


72a 


261a 


H 2 N 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-5- 

bromobenzo[ 

bjthiophene- 

2- 

carboxamide 


l H NMR: (DMSO) 8 |ppm): 10.08 (s, 1H), 
8.27 (s, 1H), 8.23 (d, J=1.8 Hz, 1H), 8.02 (d, 
J=8.6 Hz, 1H), 7.60 (dd, J=8.6, 2.0 Hz, 1H), 
7.43 (d, J=2.3 Hz, 1H), 7.34 (dd, J=5.0, 1.2 
Hz, 1H), 7.30 (dd, J=8.2, 2.2 Hz, 1H), 7.24 
(dd, J=3.5, 1.2 Hz, 1H), 7.03 (dd, J=5.1, 3.5 
Hz, 1H), 6.79 (d, J=8.2 Hz, 1H), 5.25 (s, 
2H). MS: (calc.) 429.0 (d) ; (obt.) 430.0 (d) 
(MH) + . 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


72b 


261b 


H 2 N 


N-(2-amino-5- 
(thioDhen-?- 
yUphenyl)- 
5,6- 

dimethoxybe 
nzo[b]thioph 
ene-2- 

carboxamide 


l H NMR: (DMSO) 6 (ppm): 9.87 (s, 1H), 
8.14 (s, 1H), 7.58 (s, 1H), 7.44 (d, J=2.2 Hz, 
1H), 7.41 (s, 1H), 7.34 (dd, J=5.1, 1.1 Hz, 
1H), 7.29 (dd, J=8.4, 2.3 Hz, 1H), 7.03 (dd, 
J=4.9, 3.5 Hz, 1H), 6.80 (d, J=8.4 Hz, 1H), 
5.20 (s, 2H), 3.85 (s, 3H), 3.84 (s, 3H). MS: 
(calc.) 410.1; (obt.) 411.1 (MH) + . 


55 


73 


262 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyI)-5- 

(pyridin-3- 

yI)benzo[b]thi 

ophene-2- 

carboxamide 


A H NMR: (DMSO) 6 (ppm): 10.09 (s, 1H), 
8.99 (dd, J=2.3, 0.8 Hz, 1H), 8.58 (dd, 
J=4.7, 1.6 Hz, 1H), 8.38 (s, 1H), 8.33 (d, 
J=1.4Hz, 1H), 8.17 (ddd, J=9.6, 3.9, 1.8 Hz, 
1H), 7.83 (dd, J=8.5, 1.8 Hz, 1H), 7.53 - 
7.50 (m, 2H), 7.46 (d, J=2.2 Hz, 1H), 7.34 
(dd, J=5.1, 1.2 Hz, 1H), 7.31 (dd, J=8.2, 2.2 
Hz, 1H), 7.25 (dd, J=3.5, 1.2 Hz, 1H), 7.03 
(dd, J=5.1, 3.7 Hz, 1H), 6.81 (d, J=8.4 Hz, 
1H), 5.74 (s, 2H). MS: (calc.) 427.1; (obt.) 
428.1 (MH)\ 


57 


74 


264 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)4H- 

benzo[d][l,3] 

dioxine-6- 

carboxamide 


*H NMR: (DMSO) 5 (ppm): 9.60 (s, 1H), 
7.82 (dd, J=8.6, 2.2 Hz, 1H), 7.74 (d, J=2.1 
Hz, 1H), 7.41 (d, J=2.1 Hz, 1H), 7.33 (dd, 
J=5.1, 1.2 Hz, 1H), 7.26 (dd, J=8.4, 2.3 Hz, 
1H), 7.21 (dd, J=3.5, 1.2 Hz, 1H), 7.02 (dd, 
J=5.1, 3.8 Hz, 1H), 6.94 (d, J=8.6 Hz, 1H), 
6.77 (d, J=8.4 Hz, 1H), 5.32 (s, 2H), 5.11 (s, 
2H), 4.94 (s, 2H).MS: (calc.) 352.1; (obt.) 
353.1 (MH)\ 


57 


75 


269 


H 2 N 1 

1 


6-(2- 

morpholinoet 

hoxy)W2- 

amino-5- 

thiophen-2- 

/OphenyDben t 

zofuran-2- 

sarboxamide 


n NMR. (DMSO) 8 (ppm): 7.21 (d, 1H), 
7.14 (d, 2H), 6.95 (d, 1H), 6.84 - 6.79 (m, 
3H), 6.62 - 6.57 (m, 2H), 6.49 (d, 1H), 3.80 
'm, 2H), 3.30 (m, 4H), 2.46 (m, 2H), 2.21 (m, 
4H). MS: (calc.) 463.2; (obt.) 464.2 (MH) + . 
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Table la (cont.) 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


76 


273 


N-NH 


[\K2-amino- 

5-(3H-l,2,3- 

triazol-4- 

yl)phenyl)-4- 

methpxyben 

zamide 


l H NMR: (DMSO) 5 (ppm): 9.62 (s, 1H); 
8.08 (bs, 2H); 7.97 (d, J=8.5 Hz; 2H); 7.62 
(s, 1H); 7.45 (d, J=8.2 Hz; 1H); 7.03 (d, 
J=8.5 Hz; 2H); 6.82 (d, J=8.2 Hz; 1H); 5.11 
bs, 2H); 3.83 (s, 3H). 
MS: calc: 309.3; found: 310.1 (M+H) 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


77 


277 


0 

N-NH 


N-(2-amino- 

5-ttH- 

tetrazol-5- 

yl)phenyl)-4- 

methoxyben 

zamide 


l H NMR: (DMSO) 8 (ppm): 9.63 (s, 1H); 
7.98 (d, J=8.8 Hz; 2H); 7.81 (d, J= 2.0 Hz; 
1H); 7.61 (dd; J-2.0, 8.4 Hz; 1H); 7.04 (d, 
J= 8.8 Hz; 2H); 6.85 (d, J= 8.4 Hz; 1H); 
3.85 (s, 3H). 

WIS: calc: 310.3; found: 311.1 (M+H) 


61 


78 


283 


/ 


N-(2-amino- 

5-{thiophen- 

2-yl)phenyl)- 

1-methyUH- 

benzo[d]imid 

azole-5- 

carboxamid 

e 


: H NMR: (DMSO) 5 (ppm): 9.75 (s, 1H), 
8 38(d, J=10Hz 1H) 8 34(s 1H) 7 95 
(dd; J=1.4, 8.4 Hz; 1H); 7.68 (d, J= 8.4 Hz, 
1H), 7.50 (d; J=2.2 Hz; 1H); 7.34 (dd; 
J=1.0, 5.0 Hz; 1H); 7.28 (dd; J=2.2, 8.4 Hz; 
1H); 7.24 (dd; J=1.4, 3.6 Hz; 1H); 7.04 (dd; 
J= 3.6, 5.0 Hz; 1H); 6.81 (d; J=8.4 Hz; 1H); 
3.90 (s, 3H). 

MS: calc: 348.4; found: 349.1 (M+H) 


62 


79 


286 


O 

o 

/ 


N-(2-amino- 

5-(thiophen- 

2-yl)phenyO- 

1-methyl-lH- 

benzo[d)[l,2 

,3]triazole-5- 

carboxamid 

e 


l H NMR: (DMSO) 8 (ppm): 9.88 (s, 1H); 
8 75 (s. 1H), 8 15 (dd- J=l 0 8 6 Hz- 1HV 
7.95 (dd, J= 1.0, 8.6 Hz, 1H), 7.49 (d, J= 
2.0 Hz, 1H), 7.34 (dd; J=1.2, 5.1 Hz; 1H); 
7.30 (dd; J=2.0, 8.3 Hz; 1H); 7.24 (dd; 
J=1.2, 3.5 Hz; 1H); 7.04 (dd; J= 3.5, 5.1 
Hz; 1H); 6.81 (d; J=8.3 Hz; 1H); 5.24 (bs, 
2H); 4.37 (s, 3H). 

MS: calc: 349.4; found:350.1 (M+H) 


62 


79aa 


286aa 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
2- 

methylbenzo 
[d]oxazole-6- 
carboxamid 
e 


*H NMR: (DMSO) 8 (ppm): 9.80 (s, 1H); 
8 29 (d J= 1 4 Hz 1H) ) 8 00 (dd 1 J-l 4 
8.4 Hz; 1H); 7.76 (d, J= 8.2 Hz, 1H), 7.46 
(d; J=2.0 Hz; 1H); 7.34 (dd; J=1.0, 5.0 Hz; 
1H); 7.30 (dd; J=2.0, 8.4 Hz; 1H); 7.23 (dd; 
J=1.0, 3.5 Hz; 1H); 7.04 (dd; J= 3.5, 5.0 
Hz; 1H); 6.80 (d; J=8.2 Hz; 1H); 5.20 (bs, 
2H); 2.67 (s, 3H). 

MS: calc: 349.4; found: 350.0 (M+H) 


62 


80 


291 


o 

Cs 


N-(2-amino- 
5-(thiopher> 
2- 

yDphenyDH- 

imidazo[l,2- 

a]pyridine-6- 

carboxamid 

e 


*H NMR: (CD30D) 8 (ppm): 9.19 (s, 1H); 
7.99 (s, 1H); 7.86 (d; J=8.5 Hz; 1H); 7.67 
(s, 1H); 7.64 (d; J=8.5 Hz; 1H); 7.50 (s, 1H); 
7.37 (d; J= 8.5 Hz; 1H); 7.22 (d; J= 4.9 Hz; 
1H); 7.21 (m, 1H); 7.01 (t; J= 4.9 Hz; 1H); 
6.91 (d; J=8.5 Hz; 1H). 
MS: calc: 334.4; found: 335.1 (M+H) 
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E) 


c Cpc 


* Structure 


Name 


Characterization 


Sche 


81 


296 


o 

Or 

Cs 


*NH 
T 


N-{2-amino- 
5-{thiophen- 
2- 

/DphenyDH- 
imidazo[l,2 
a]pyridine-2 
carboxamid 
e 


l H NMR: (DMSO) 5 (ppm): 9.73 (s, 1H 
8.62 (dt, J= 1,2; 6.8 Hz, 1H), 8.50 (d, J 
0.7 Hz; 1H); 7,76 (d- J-? ? H7- l hv 7 // 
J= 0.7 Hz, 1H), 7.39 (dd; J=1.6, 6.8 H; 
1H); 7.36 (dt; J=1.6, 4.9 Hz; 1H); 7.26 (dc 
-J-2.2, 8.2 Hz; 1H); 7.24 (dd; J= 1.2, 3. 
Hz; 1H); 7.05 (m; 1H); 7.01 (dd; J= 1.2, 6. 
Hz; 1H); 6.84 (d; J=8.2 Hz; 1H); 5.13 {bs 
2H). 

MS: calc: 334.4: found: 335.1 (M+H). 


me 

), 

64 

j 


82 


301 




O 

W 


4-((3,4- 

dimethoxypr; 

enylamino)nn 

ethyl)-N-{2- 

hydroxy-5- 

(thiophen-2- 

yl)phenyl)ber 

zamide 


ii m»ii\. (l/iviouj o (ppm;. lu.l (s, lH 
19.52 (s, 1H); 8.00 (s, 1H); 7.92 (d, J=7.0 
2H); 7.49 (d, J=7.0, 2H); 7.42 (m, 1H); 7.3- 
(d, J=8.0, 1H); 7.29 (s, 1H); 7.07 (s, 1H) 
6.93 (d, J=8.0, 1H); 6.65 (d, J=8.5, 1H) 
6.32 (s, 1H); 5.98 (m, 2H); 4.30 (s, 2H) 
13.65 (s, 3H); 3.58 (s, 3H). 
MS: calc: 460.5; found: 461.1 (M+H) 


• 

: 65 

r 


83 


302 




vIH 

J 


N-(2-aminch 
5-(5- 

methylthioph 
en-2- 

yDphenyH- 
methoxyben 
zamide 


H NMR" fDMSOt a innmi. a cr\ ,~ iui 
■ • iimn. (uiviov/j o ippmj. y.ou (s, 1H), 

7.96 (d, J = 8.0, Hz, 2H); 7.36 (d, J = 2.1 

Hz, 1H); 7.20 (dd, J = 2.1, 8.3 Hz, 1H); 7.03 

(d, J = 8.0, Hz, 2H); 7.00 (d, J = 3.5 Hz, 

1H); 6.78 (d, J = 8.3 Hz, 1H), 6.70 (dd, J = 

1.1, 3.5 Hz, 1H); 3.83 (s, 3H); 2.42 (d, J == 

1.1 Hz, 3H). 

MS: calc: 338.4; found: 338.4 (M+H) 


66 ; 


84 


308 




JL 

NH J 

^k^NH 2 I 

t 

c 

y 

a 


2-<5<(2- 
amino-5' 
thiophen-2- 
/DphenyDcar 
)amoyl)-2- 
nethyl-lH- : 
)enzo[d]imid „ 
zoU- I- 
Dethyl 1 
cetate I 


l H NMR: (DMSO) 6 (ppm); 9.70 (s, 1H) 
3.23 (s, 1H), 7.87 (dd; J=1.0, 8.4 Hz; 1H); 

7.62 (d J= 8 4 H7 ll-h 7 AR fri' 1 OA uJ. 

LH); 7.34 (dd; J=0.8, 4.8 Hz; 1H); 7.28 (dd; 
1=2.0, 8.0 Hz; 1H); 7.23 (dd; J=0.8, 3.6 Hz; 
LH); 7.03 (dd; J= 1.2, 4.8 Hz; 1H); 6.81 (d; 
=8.0 Hz; 1H); 5.15 (bs, 2H); 4.52 (t; J=4.8 
\r, 2H); 4.35 (t; J=4.8 Hz; 2H); 2.60 (s, 3H); 
.91 (s, 3H). 

AS: calc: 434.5; found: 435.2 (M+H) 


67 


85 


309 


l\ 

5 

O 2 

a, 
c< 
e 


H2-amino- x 
-(thiophen- s 
-yDphenyl)- I 

ydroxyethyl . 
2-methyl- \ 

enzo[d]imid . 
zole-5- ? 
arboxamid M 


H NMR: (DMSO) 5 (ppm): 9.70 (s, 1H), 
.22 (s, 1H), 7.84 (dd; J=1.4, 8.2 Hz; 1H); 
.57 (d, J= 8.4 Hz, 1H), 7.49 (d; J=2.2 Hz; 

H): 7 34 (rid* 1-1 A C\ 1 u<7> iu\. n oo 

iiy, vuu, j~ i,«f, o.i mz, lH); 7.28 (dd* 
=2.2, 8.2 Hz;lH); 7.23 (dd; J=1.0, 3.5 Hz; 
H); 7.04 (dd; J= 3.5, 5.1 Hz; 1H); 6.80 (d; 
=8.4 Hz; 1H); 5.14 (bs, 2H); 5.00 (bs, 1H); 
.28 (t; J=5.4 Hz; 2H); 3.72 (t; J=5.4 Hz; 
H); 2.59 (s, 3H); 

IS: calc: 392.5; found: 393.2 (M+H) 
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0 

H f^VS" 

JO 


4-((3,4- 

dimethoxyph 

enylamino)m 

ethyl)-N-(2- 

hydroxy-5- 

(phenyl)phen 

yDbenzamid 

e 


1 H NMR: (DMSO) 5 (ppm): 3.62 (s,3H), 
3.69 (s,3H), 4.34 (d, J = 5.7 Hz, 2H), 6.03 
(m,2H), 6.35 (d, J = 2.2 Hz, 1H), 6.68 (d, J 
= 8.4 Hz, 1H), 7.03 (d, J = 8.4 Hz, 1H), 
7.32 (t, J = 7.2 Hz, 1H), 7.37 (dd, J = 10.4, 
1.6 Hz, 1H), 7.45 ft, J = 7.6 Hz, 2H), 7.52 
Id, J = 8.0 Hz, 2H), 7.59 (d, J = 7.6 Hz, 2H), 
7.95 (d, J = 8.0 Hz, 2H), 8.03 (br s,lH), 
9.58 (brs.lH), 10.00 (brs.lH) 
MS: (calc.) 454.5; (obt.) 455.4 (MH) + 
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313 


0 

MeoV C*T*> 
MeO 


(E)-3-(4- 

((3,4,5- 

trimethoxyp 

henylamino) 

methyl- 

phenyW«2- 

hydroxy-5- 

(phenyl)phen 

yOacrylamid 

e 


*H NMR: (DMSO) 5 (ppm): 3.54 (s,3H), 
3.68 (s,3H), 4.30 (d, J = 5.9 Hz, 2H), 5.92 
(s,2H), 6.13 (t, J = 6.3 Hz, 1H), 7.01 (d, J = 
8.2 Hz, 1H), 7.21 (d, J = 15.7 Hz, 1H), 7.29 
(dd, J = 8.4, 2.3 Hz, 1H), 7.33 (d, J = 7.2 
Hz, 1H), 7.42-7.50 (m,4H), 7.54-7.64 
(m,4H), 8.34 (s,lH), 9.55 (br s,lH), 10.21 
(br s,lH) 

MS: (calc.) 510.6; (obt.) 511.2 (MH) + 


68 


88 


314 




2,3-dihydro- 

N-(2-hydroxy- 

5- 

(phenyl)phen 

yl)benzo[b][l 

,4]dioxine-6- 

carboxamid 

e 


X H NMR: (DMSO) 8 (ppm): 4.30 (d, J = 5.9 
Hz, 2H), 6.98 (d, J = 8.3 Hz, 1H), 7.26-7.36 
(m,2H), 7.42 (t, J = 7.3 Hz, 2H), 7.50-7.60 
(m,2H), 7.97 (br s,lH), 9.47 (br S,1H), 9.93 
(brs.lH) 

MS: (calc.) 347.4; (obt.) 348.1 (MH) + 
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315 


0 H 0H 

o 

0 


NM2- 

hydroxy-5- 

(phenyl)phen 

yl)-N 8 -(3- 

(phenyl)phen 

yDoctanedia 

mide 


X H NMR: (DMSO) 8 (ppm): 1.34-1.46 
(m,4H), 1.60-1.74 (m,4H), 2.38 (t, J = 6.8 
Hz, 2H), 2.47 (t, J = 7.0 Hz, 2H), 6.98 (d, j 
= 8.2 Hz, 1H), 7.20-7.70 (m,15H), 7.96 
(s,lH), 8.10 (s,lH), 9.34 (br s.lH), 10.00 (br 
s.lH) 

MS: (calc.) 492.6; (obt.) 493.5 (MH) + 
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0 o 


2-[4- 

(Naphthalen 
e-2-sulfonyfl- 
piperazin-1- 
yO- 

pyrimidine-5- 

carboxylic 

acid (2- 

amino-5- 

thiophen-2- 

y]-phenyl)- 

amide 


X H NMR: (400.2 MHz, DMSO) 8 (ppm): 

9.52 (bs, 1H); 8.83 (s, 2H); 8.44 (s, 1H); 
8.20 (d, J= 7.6 Hz, 1H); 8.15 (d, J= 8.6 Hz, 
1H); 8.05 (d, J= 8.0 Hz, 1H); 7.75 (dd; 
J-1.8, 8.6 Hz; 1H); 7.69 (m, 2H); 7.37 (d, 
J= 1.8 Hz, 1H); 7.31 (dd; J=1.2, 5.1 Hz; 
1H); 7.25 (dd; J=2.2, 8.4 Hz; 1H); 7.19 (dd; 
J= 1.2, 3.5 Hz; 1H); 7.01 (dd; J= 3.5, 5.1 
Hz; 1H); 6.74 (d, J= 8.2 Hz, 1H); 5.16 (bs, 
2H); 3.96 (t, J= 4.3 Hz, 4H); ); 3.07 (t, J= 
4.3 Hz, 4H); MS: calc: 570.7; found: 571.3 
(M+H) 
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o 

h r>V H m * 


2-[4- 

(Biphenyl-4- 
ylcarbamoy 
•piperazin-1- 
yfl- 

pyrimidine-5 

carboxylic 

acid (2 

amino-5- 

thiophen-2- 

yl-phenyl)- 

amide 


NMR: (400.2 MHz, DMSO) 8 (ppm 

9.59 (bs, 1H); 8.93 (s, 2H); 8.75 (bs, 1H 
7.63 (d, J= 1.2 Hz, 1H); 7.61 (m, 1H); 7.5 

>, 4H); 7.41 (m, 3H); 7.33 (dd; J= 1.2, 5. 
Hz; 1H); 7.29 (m, 2H); 7.23 (dd; J= 1.2, 2.. 

.Hz; 1H); 7.03 (dd; J= 3.7, 5.1 Hz; 1H); 6.7J 
(d, J= 8.2 Hz, 1H); 5.22 (bs, 2H); 3.93 (t, J= 
3.9 Hz, 4H); ); 3.60 (t,J= 3.9 Hz, 4H). 
MS: calc: 575.7; found: 576.3 (M+H) 


me 

I: 

); 
7 
1 

5 71 
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V -J 
N 


N-(2-Amino- 
5-{thiophen- 
2-yl)phenyl)- 
4-{pyridtn-3- 
yObenzamid 
e 


'H NMR: (400 MHz, DMS0-d 6 J 8 (ppm) 

9.80 (s, 1H), 8.98 (d, J=2.2 Hz, 1H), 8.6C 
(dd, J=4.7, 1.6 Hz, 1H), 8.17 (d, J=8.6 Hz 
in/, o.x/l \u, j~o.u nz, ^ri], /.90 (d, J=8.6 
Hz, 2H), 7.52 (dd, J=7.2, 4.1 Hz, 1H), 7.48 
(s, 1H), 7.35 (d, J=4.1 Hz, 1H), 7.29 (dd 
J=8.4, 2.3 Hz, 1H), 7.24 (d, J=3.3 Hz, 1H), 
7.04 (dd, J=5.1, 1.4, 1H), 6.80 (d, J=8.2 
Hz, lH),5.19(s,2H). 
LRMS: (m/z): 372.3 (MH + ). 
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o 

of 

c 


f Pyridin-3-yI) 
nethy! 442- 
iydroxy-5- 
thiophen-2- 
f\) 

>henylcarba J 
noyl) benzyl t 
arbamate 1 
L 


H NMR: {Acetone-d 6 ) 8 (ppm): 9.37 (bs, 
1H), 9.35 (bs, 1H), 8.47 (d, J=1.2 Hz, 8.38 
d, J=3.9 Hz, 1H), 7.97 (s, 1H), 7.87 (d, 

1=8.4 Hz. 2H) 7 64 M 1-7 i h 7 im 73c 
—•-t nt., £.11/, 1 (u, j— / ,*f nz, in;, /.Jo 

d, J=8.2 Hz, 2H), 7.25 (dd, J=8.4, 2.3 Hz, 

LH), 7.22 (dd, J-5.1, 1.2 Hz, 1H), 7.16 (dd, 

1=3.7, 1.2 Hz, 1H), 6.93 (d, J=8.1 Hz, 1H), 

).93 (d, J=1.6 Hz, 1H), 6.86 (d, J=8.4 Hz 

H), 5.01 (s, 2H), 4.31 {d, J=6.3 Hz, 2H). 

.RMS: (m/z): 460.2 (MH + ). 
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341 


2 
C 

JC T y 

Q ^ s 1 j6» 

e 


tyanobenzyl x 
)iperazin-l- 1 

mino-5- 
hiophen-2- * 
)phenyl)thia. 
Jle-5- J 
arboxamid J 


H NMR: (400.2 MHz, CD 3 OD) 8 (ppm)- 

•95 (br.s, 1H), 7.75 (m, 1H), 7.68 (m, 2H), 
.53 (t, 1H, J=7.6 Hz) 7 42(s 1H) 7q5H 
H, J=8.2 Hz), 7.20 (m, 2H), 7.00 (m, 1H), 
.87 (d, 1H, J=8.3 Hz), 3.72 (s, 2H), 3.60 
11, 4H), 2.68 (m, 4H). 
IS: calc: 500.1; found: 501.2 (M+H) 
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M-(2-Am in o 
5-{thiophen- 
2-yl)phenyD- 
4-{4- 

benzylpipera 
zin-1- 

vDbenzamid 
e 


'H NMR: (400.2 MHz, CDCI 3 ) 5 (ppm): 

2.625 (t, J=5Hz, 4H), 3.35 (t, J=5Hz, 4H), 
3.59 (s, 2H), 4.00 (s, 2H), 6.84 (d, J=8Hz, 
1H), 6.90 (d, J=9Hz, 2H), 7.01 (m, 1H), 7.16 
(m, 2H), 7.25 (m, 6H), 7.50 (s, 1H), 7.75 (s, 
1H), 7.81 (d, J=9Hz, 2H). 
MS: calc: 468.0; found: 469.0 (M+H) 


75 


96 


347 


1^1 6 H NH 2 


NM2-amino- 
5-{thiophen- 
2-yl)phenyl)- 
N8- 

phenyloctan 
ediamide 


l H NMR: (400.2 MHz, CD 3 OD) 5 (ppm): 

7.51 (br.s. 2H), 7.38 (s, 1H), 7.16-7.27 (m, 
5H), 6.9-7.1 (m, 2H), 6.84 (m, 1H), 2.42 (m, 
4H), 1.76 (m,4H), 1.49 (m, 4H). 
MS: calc: 421.2; found: 422.2 (M+H) 
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0 

H o KJ 


N-(2-Amino 
5-{thiophen- 

4-((l,2- 

dihydro-2,4- 

dioxoquinaz 

olin-3(4H)- 

yl)methyl)be 

nzamide 


*H NMR (DMSO-d 6 ) D(ppm): 11.57 (s, 1H), 
9.81 (s, 1H), 7.95-7.92 (m, 3H), 7.68 (td, 
J=7.2, 1.4 Hz, 1H), 7.48 (d, J=1.8 Hz, 1H), 
7 4? (d J-8 2 Hz 2H) 7 38 (d J-5 1 Hz 
1H), 7.34 (dd, J=8.2, 2.0 Hz, 1H), 7.27 (d, 
J=3.3 Hz, 1H), 7.24-7.20 (m, 2H), 7.05 (dd, 
J=4.9, 3.5 Hz, 1H), 6.89 (d, J=8.4 Hz, 1H), 
5.17 (s, 2H). (The NH 2 group is missing, 
overlapped by H 2 0). 

MS (m/z): 468.53 (calc) 469.2 (MH+) 
(found). 
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o 

H 2 N 


tert-Butyl 4- 
(5-(2-amino- 

s/*\UIIUpilcl r 

2-yl) 

phenylcarba 
moyl) 

thiophen-2- 
/I) 

piperidine-1- 
carboxylate 


l H NMR: (CD 3 OD) 5 (ppm) 7.73 (d, J=3.3 
Hz, 1H), 7.45 (d, J=2.1 Hz, 1H), 7.34 (dd, 
J=8.2, 2.2 Hz, 1H), 7.23 - 7.19 (m, 2H), 
7.01 (dd, J=4.7, 3.7 Hz, 1H), 6.96 (d, J=3.9 
Hz, 1H), 6.88 (d, J=8.1 Hz, 1H), 4.17 (d, 
J=13.1 Hz, 2H), 3.00 - 2.90 (m, 2H), 2.04 
(d, J=12.1 Hz, 2H), 1.60 - 1.54 (m, 2H). 
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358 


S 

0 


N-(2-amino- 
5-{thiophen- 
2-vl)DhenvO- 
2-(2- 

morpholinoe 
thyl)-l,3- 
dioxoisoindo 
line-5- 

carboxamid 
e 


l H NMR: (DMSO) 8 (ppm): 10.03 (s, 1H), 
8.45 (s, 1H), 8.38 (d, J= 7.6 Hz, 1H), 7.99 
(d, J= 7.6 Hz, 1H), 7.44 (d, J= 2.0 Hz, 1H), 
7.32 (dd, J= 11.9, 5.1 Hz, 1H), 7.28 (d, J= 
2.0 Hz, 1H), 7.03 (d, J= 4.9 Hz, 1H), 6.78 
(d, J= 8.2 Hz, 1H), 5.27 (s, 2H), 3.73 (t, J= 
6.3 Hz, 2H), 3.48 (m, 4H), 2.54 (t, J= 6.5 
Hz, 2H), 2.41 (m, 4H). MS: 476.15 (calc), 
477.2 (obs). 


79 



217 



WO 2005/030705 



PCT/US2004/031591 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


100 


361 
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N 

o (A 


N-(2-amino- 

5-UH- 

imidazol-1- 

yUphenyD-4- 

methoxyben 

zamide 


J H NMR: (DMSOJ 8 (ppm): 9.62 (s, 1H), 
7.96 (d, J= 9.0 Hz, 3H), 7.52 (m, 1H), 7.42 
(d, J= 2.5 Hz, 1H), 7.19 (dd, J= 8.6, 2.5 Hz, 
1H), 7.04 (d, J= 8.8 Hz, 2H), 7.03 (s, 1H), 
6.85 (d, J- 8.4 Hz, 1H), 5.11 (s, 2H), 3.83 
(s, 3H). MS: 308.13 (calc), 309.2 (obs). 
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Synthetic Schemes and Experimental Procedures 

[0217] The compounds of the invention can be prepared according to the reaction schemes for 

the examples illustrated below utilizing methods known to one of ordinary skill in the art. These 

schemes serve to exemplify some procedures that can be used to make the compounds of the 

invention. One skilled in the art will recognize that other general synthetic procedures may be used. 

The compounds of the invention can be prepared from starting components that are commercially 

available. Any kind of substitutions can be made to the starting components to obtain the compounds 

of the invention according to procedures that are well known to those skilled in the art. 

[0218] The compounds according to paragraphs [0083] - [0088] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/087057. 

[0219] The compounds according to paragraphs [0098] - [0110] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/076422. 

[0220] The compounds according to paragraphs [01 15] - [0124] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/075929. 

[0221] The compounds according to paragraphs [01 25] - [0135] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/076395. 

[0222] The compounds according to paragraphs [0136] - [0145] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/076400. 

[0223] The compounds according to paragraphs [0146] - [0157] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/076401. 

[0224] The compounds according to paragraphs [0158] - [0166] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/076421. 

[0225] The compounds according to paragraphs [01 67] - [0175] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/076430. 
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[0226] The compounds according to paragraphs [0176] - [0186] can be routinely synthesized 
using techniques described herein in conjunction with the teachings of WO 03/076438. 
[0227] The compounds according to paragraphs [0187] - [0194] can be routinely synthesized 
using techniques described herein in conjunction with the teachings of WO 03/92686. 
[0228] The compounds according to paragraph [0195] can be routinely synthesized using 
techniques described herein in conjunction with the teachings of WO 03/024448. 
[0229] The compounds according to paragraphs [0196] - [0197] can be routinely synthesized 
using techniques described herein in conjunction with the teachings of JP 2003137866. 
[0230] The compounds according to paragraph [0198] - [0199] can be routinely synthesized 
using techniques described herein in conjunction with the teachings of JP 1 1-269146 (1999). 
[0231] The compounds according to paragraphs [0200] - [0201] can be routinely synthesized 
using techniques described herein in conjunction with the teachings of JP 11-302173 (1999). 
[0232] The compounds according to paragraphs [0202] - [0203] can be routinely synthesized 
using techniques described herein in conjunction with the teachings of JP 2001 131 130. 
[0233] The compounds according to paragraphs [0204] - [0205] can be routinely synthesized 
using techniques described herein in conjunction with the teachings of JP 10152462, JP 
2002332267, and JP 11-302173. 

[0234] The compounds according to paragraphs [0206] - [0207] can be routinely synthesized 
using techniques described herein in conjunction with the teachings of US 6,174,905. 
[0235] The compounds according to paragraphs [0206] can be routinely synthesized using 
techniques described herein in conjunction with the teachings of WO01/70675. 



N-[2-amino-5-(2-thienyl)phen^ (6) 



Example 1 
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Scheme 1 




6Ar= CO* 

Step 1. 5-BromO-2-nitro-phenylamine (2) 

[0236] To a solution of potassium tert-butoxide (14.5 g; 1 29.2 mmol) and copper(l) chloride 
(301 mg; 3.04 mmol) in ethyleneglycol dimethylether (120 mL), stirred at 0°C under nitrogen, a 
solution of l-bromo-4-nitrc4>enzene (1, 6.141 g; 30.4 mmol) and O-methyl-hydroxylamine 
hydrochloride (3.174 g; 38 mmol) in Wimethylformamide (65 mL) was added drop wise over 103 
min, the cooling bath was removed and the mixture was allowed to react at room temperature for 
3h, diluted with ethyl acetate (600 mL) and washed with saturated aqueous ammonium chloride. The 
organic layer was dried (MgS0 4 ), filtered and concentrated. After purification by flash 
chromatography (eluent 25% ethyl acetate in hexane), 4.96 g (75% yield) of compound 2 were 
obtained. 

[0237] X H NMR: (400.2 MHz, CDCI 3 ) 8 (ppm): 7.98 (d, J=9.24, 1H); 7.02 (d, J=l .98, 1H); 6.82 
(dd, J=1.98 and 9.24, 1H); 6.12 (bs, 2H). 

Step 2. 2-Nitro-5-thiophen-2-yl-phenyIamine (3). 

[0238] A suspension of bromoarene 2 (5.85 g; 26.9 mmol) (or any other haloarene of choice); 2- 
thiopheneboronic acid (4.56 g, 35.6 mmol); (or the any other arylboronic acid of choice), tri-o-tolyl- 
phosphine (2.69 g; 8.8 mmol) and potassium carbonate (11.1 g; 80 mmol) in degassed 
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ethyleneglycol dimethylether (70 mL) and water (35 mL), was treated with 
tetrakis(triphenylphosphine)palladium(0) (2.04 g, 1.77 mmol) and the mixture stirred on a preheated 
oil bath at 80° C for 18 h, diluted with dichloromethane (300 mL), washed with water, dried (MgS0 4 ) 
and concentrated. Purification by flash chromatography (eluent 50 % ether in hexane) afforded 
compound 3 (5.63g, 95% yield). 

[0239] ] H NMR: (400.2 MHz, DMSO) 6 (ppm): 7.97 (d, J=9.0, 1H); 7.69 (dd, J=1.2 and 5.1, 1H); 
7.60 (dd, J=1.2 and 3.6, 1H); 7.49 (bs, 2H); 7.27 (d, J=2.0, 1H); 7.18 (dd, J=3.6 and 5.1, 1H); 
6.97 (dd, J=2.0 and 9.0, 1H). 

Step 3. 4-[(3,4-Dimethoxy-phenylamino)-methyl]-N-(2-nitro-5-thiophen-2-yl-phenyl)- 
benzamide (5). 

[0240] To a solution of nitrophenylamine (3, 460 mg, 2.1 mmol), (or any other nitrophenylamine 
of choice, 1 eq); 4-[(3,4-dimethoxy-phenylamino)-methyl]-benzoic acid (4, see below), 761 mg, 2.65 
mmol) (or any other acid of choice, 1.3 eq) and benzotriazol-l-yloxytris(dimethylamino)phosphonium 
hexafluorophosphate (BOP) (1095 mg, 2.47 mmol) in pyridine (15 mL), 60% sodium hydride in oil 
(563 mg, 14.1 mmol) was added portion wise under a stream of nitrogen, and the reaction was 
allowed to progress at room temperature for 2.5 h and diluted with toluene. Excess of NaH was 
quenched with acetic acid and the whole mixture was concentrated, re-dissolved in ethyl acetate and 
washed with a solution of NaHC0 3 in brine, dried (MgS0 4 ) and concentrated. After purification by 
flash chromatography (eluent 30% to 75% AcOEt in hexane), 883 mg (1.80 mmol, 86% yield) of 
amide 5 were obtained. 

[0241] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 10.8 (s, 1H); 8.10 (d, J=2.0, 1H); 8.06 (d, J=8.6, 
1H); 7.90 (d, J=8.2, 2H); 7.74 (dd, J=1.0 and 4.9, 1H); 7.72 (dd, J=1.0 and 3.5, 1H); 7.69 (dd, 
J=2.2 and 8.7, 1H); 7.53 (d, J=8.2, 2H); 7.22 (dd, J=3.5 and 4.9, 1H); 6.64 (d, J=8.6, 1H); 6.31 (d, 
J=2.0, 1H); 6.01 (t, J=6.1, 1H); 5.98 (dd, J=2.2 and 8.4, 1H); 4.32 (d, J=6.1, 2H); 3.66 (s, 3H); 
3.59 (s, 3H). 

4-[(3,4-Dimethoxy-phenylamino)-methyl]-benzoic acid (4). 

[0242] To a solution of 3,4-dimethoxy-phenylamine (786 mg; 5.13 mmol) and dibutyltindichloride 
(219 mg; 0.72 mmol) in ethyleneglycol dimethylether (7 mL), 4-formyl-benzoic acid (748 mg; 4.98 
mmol) was added. The suspension was stirred at room temperature for 10 min, treated with 
phenylsilane (1.0 mL; 7.9 mmol) and the mixture stirred at the same temperature for 12 h. Methanol 
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and a few drops of water were added, stirred for 5h, concentrated under vacuum, suspended in 
dichloromethane and stirred for one day at room temperature. After filtration, pure acid 4 (1.13 g; 
79% yield) was obtained as a beige solid. 

[0243] *H NMR: (400.2 MHz, DMSO) 8 (ppm): 7.86 (d, J=8.2, 2H); 7.44 (d, J=8.2, 2H); 6.63 (d, 
J=8.5, 1H); 6.29 (d, J=2.3, 1H); 5.96 (dd, J=2.3, 8.5, 1H); 5.96 (bs, 1H); 4.28 (s, 2H); 3.64 (s, 3H); 
3.58 (s, 3H). 

Step 4.W-(2-Amino-5-thiophen-2-yl-phenyl)-4-[(3,4-dimethoxy-phenylamino)-methyl]- 
benzamide (6) 

[0244] A suspension of compound 5 (250 mg, 0.51 1 mmol) (or any other nitroamide of choice, 
1 eq) and tin(ll) chloride dihydrate (2.30g, 10.2 mmol) in a 1:1:1 mixture THF/MeOH/water (18 mL) 
was stirred at 75 °C in a sealed tube for lh, diluted with ethyl acetate and washed with saturated 
aqueous solution of NaHC0 3) dried over Na 2 S0 4 and purified by flash chromatography, eluent 20% 
EtOAc in dichloromethane, to afford 138 mg (59% yield) of the title compound 6. 
[0245] 'H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.66 (s, 1H); 7.92 (d, J=8.4, 2H); 7.46 (d, J=8.4, 
2H); 7.44 (d, J=2.0, 1H); 7.34 (dd, J=l.l; 5.0, 1H); 7.27 (dd, J=2.0; 8.2, 1H); 7.22 (dd, J=l.l and 
3.6, 1H); 7.03 (dd, J=3.6, 5.0, 1H); 6.78 (d, J=8.5, 1H); 6.64 (d, J=8.5, 1H); 6.31 (d, J=2.5, 1H); 
6.01-5.97 (m, 2H); 5.14 (bs, 2H); 4.30 (d, J=6.1, 2H); 3.66 (s, 3H); 3.58 (s, 3H). 
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Example 2 




i 

CH 3 

^f2-amino.4-(2-thienyl)phenyl].4-{[(3 r 4-dimeth 

Scheme 2 




C0 2 H 



R 1-B(0H) 2 r ^C-N0 2 Af " 4 



DME, 80°C 




Ar= 



XT - cv 



SnCI 2 ; NH 4 OAc 
THF, MeOH, H 2 0 
75° C; 60 min 
O 




16: example 2 r 

Step 1 . 2-Nitro-4-thiophen-2-yl-phenylamine (14) 

[0246] Following the same procedure as described in Example 1, Step 2, but substituting 
compound 1 for compound 13, the title compound 14 was obtained in 89% yield. 
[0247] 'H NMR: (400.2 MHz, DMSO) 5 ( PP m): 8.11 (d, J=2.15, 1H); 7.73 (dd, J=2.15, 8.8, 1H)- 
7.59 (bs, 2H); 7.45 (dd, j=l.l, 5.4, 1H); 7.40 (dd, J=l.l, 3.8, 1H); 7.09 (m, 1H); 7.08 (dd, J=5 6 ' 
8.8, 1H). 

Step 2.4-[(3,4-Dimethoxy-phenylamM^ 
benzamide (15) 

[0248] Following the same procedure as described in Example 1 , Step 3, but substituting 
compound 3 for compound 14, the title compound was obtained in 68% yield. >H NMR: (400 2 MHz 
DMSO) 5 (ppm): 10.7 (s, 1H); 8.19 (d, J=2.0, 1H); 8.00 (dd, J=1.7, 8.6, 1H); 7.89 (d, J=8.0, 2H)- ' 
7.80 (d, J=8.4, 1H); 7.67 (d, J=3.8, 1H); 7.64 (d, J= 5.1, 1H); 7.51 (d, J=8.0, 2H); 7.18 (t, J=3 8 
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1H); 6.64 (d, J=8.6, 1H); 6.31 (d, J=2.4, 1H); 6.31-5.96 (m, 2H); 4.31 (d, J=6.1, 2H); 3.66 (s, 3H); 
3.59 (s, 3H). 

Step 3. N^2-Amino-4-thiophen-2-y^ 
benzamide (16) 

[0249] Following the same procedure as described in Example 1, Step 4, but substituting 
compound 5 for compound 15, the title compound was obtained in 47% yield. l H NMR: (400.2 MHz, 
DMSO) 5 (ppm): 9.59 (s, 1H); 7.90 (d, J=8.0, 2H); 7.46 (d, J=8.0, 2H); 7.45 (d, J=L1, 1H); 7.34 
(dd, J=l.l, 3.5, 1H); 7.20 (d, J=8.1, 1H); 7.09 (dd, J= 3.5, 4.9, 1H); 6.89 (dd, J=2.2, 8.1, 1H); 
6.64 (d, J=8.6, 1H); 6.32 (d, J=2.5, 1H); 6.00-5.97 (m, 2H); 5.07 (bs, 2H); 4.30 (d, J=6.1, 2H); 
3.66 (s, 3H); 3.59 (s, 3H). 



Example 3 




CH 3 

/V-(2-amino-4-bromophenyl)-4-{[(3,4-dimethoxyphenyl)amino]methyI}be (18) 

Scheme 2a 




SnCI 2 ; NH 4 OAc 
THF, MeOH, H20 
75 C 



OCH3 17 Br 

0 



R<i= Br 




OCH3 R t 
18: example 3 



N-(4-Bromo-2-nitro-phenyl)"4-[(3,4-dimethoxy-phenyIamino)-methyl]-benzamide (17). 
[0250] Following the same procedure as described in Example 2, Step 2, but substituting 
compound 14 for compound 13, the compound 17 was obtained in 92% yield. L H NMR: (400.2 MHz, 
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DMSO) 8 (ppm): 10.72 (s, 1H); 8.17 (d, J=2.0, 1H); 7.96 (dd, J=2.0, 8.6, 1H); 7.86 (d, J=7.9, 2H); 
7.69 (d, j= 8.6, 1H); 7.51 (d, J=7.9, 2H); 6.63 (d, J=8.4, 1H); 6.32 (d, J=2.0, 1H); 6.01-5.96 (m, ' 
2H); 4.31 (d, J=5.9, 2H); 3.65 (s, 3H); 3.58 (s, 3H). 

N-{2-Amino-4-bromo-phenyl)-4-[(3,4-dimethoxy-phenylamino).niethyl]-benzamide(18) 
10251] Following the same procedures as described in Example 2, Steps 3, but substituting 
compound 15 for compound 17, the compound 18 was obtained in 46% yield. 
l H NMR, (400.2 MHz, DMSO) 8 (ppm): 9.55 (s, 1H), 7.89 (d, J = 8.2 Hz, 2H), 7.45 (d, J = 8.4 Hz, 
2H), 7.07 (d, J = 8.4 Hz, 1H), 6.92 (d, J = 2.3 Hz, 1H), 6.69 (dd, J = 8.4, 2.3 Hz, 1H), 6.63 (d, J = 
8.4 Hz, 1H), 6.30 (d, J = 2.5 Hz, 1H), 6.00-5.96 (m, 2H), 5.22 (s, 2H), 4.29 (d, J = 6.3 Hz, 2H), 
3.65 (s, 3H), 3.58 (s, 3H). MS: (calc.) 455.1; (obt.) 456.4, 458.4 (MH)\ 



Example 4 




/V-[2-amino-5-(2-thienyl)phenyl>l-{3,4,5-trimethoxybenzyl)indoline-6-carboxamide (23) 

Scheme 3 



NaBH 3 CN 3.4,5-Trimethoxy- 
19 20 Me ° 





LiOH 

THF, H 2 0 



O 

23: example 4 



1. NaH, BOP, Pyridine, 
2-Nitro-5-thiophen-2-yl-aniline 

t . 

2. SnCI 2 .H 2 0, NH 4 OAc, 
THF, H 2 0, MeOH 



MeO 



MeO 



22 



Step 1: Methyl 2 r 3-Dihydro-lH-indole-5-carboxylate (20). 

[0252] To a cold solution of methyl indole-5-carboxylate (2 g, 1 1 .4 mmol) in glacial acetic acid at 
0°C (15 ml) sodium cyanoborohydride (1.075 g, 17.1 mmol) was slowly added. The mixture was 
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allowed to warm-up and stirred at room temperature for one more hour, cooled again to 0°C and 
quenched with H 2 0. The pH of the resultant solution was adjusted to the value of 12 by adding 
aqueous NaOH, extracted with DCM, washed with brine and dried over MgS0 4 . The dried extract was 
concentrated in vacuum and purified by flash chromatography (eluent 30% EtOAc in hexane) to give 
the title compound 20 (1.62 g, 80%) as a beige solid. HlMMR (DMSO) 8: 2.94 (t, J = 8.6 Hz, 2H); 
3.51 (dt, J = 1.2, 8.6 Hz, 2H); 3.71 (s, 3H); 6.42 (d, J = 8.0 Hz, 2H); 7.54 (m, 2H). 

Step 2: Methyl l-(3,4,5-Trimethoxy-benzyl)-2,3-dihydro-lH-indole-5-carboxylate (21) 
[0253] To a solution of .20 (300 mg, 1.69 mmol), 3,4,5-trimethoxybenzaldehyde (365 mg, 1.86 
mmol) and dibutyltin dichloride (51 mg, 0.17 mmol) in THF (8 mL) was added phenylsilane (229 (J, 
1.86 mmol). The mixture was stirred overnight at room temperature under nitrogen. Additional 
aldehyde and phenylsilane were added and the stirring continued until starting material was 
consumed. THF was evaporated in vacuum and the residue was purified by flash chromatography 
(eluent 20% EtOAc in hexane). The compound was further purified by re-crystallization in a mixture 
EtOAc/hexane and finally by a second flash chromatography (eluent 20% EtOAc in hexane) to give the 
title compound 21 (428 mg, 71%) as a white solid. 'H-NMR (DMSO) 8: 2.96 (t, J = 8.4 Hz, 2H); 3.45 
(t, J = 8.7 Hz, 2H); 3.61 (s, 3H); 3.71 (s, 6H); 3.72 (s, 3H); 4.30 (s, 2H); 6.59 (s, 2H); 6.61 (d, J = 
8.4 Hz, 1H), 7.54 (d, J = 1.6 Hz, 1H); 7.63 (dd, J = 1.8, 8.4 Hz, 1H). 

Step 3: l-(3,4,5-Trimethoxy-benzyl)-2,3-dihydro-lH-indole-5-carboxylic acid (22). 
[0254] A solution of LiOH x H 2 0 (75 mg, 1 .78 mmol) in H 2 0 (5ml) was added to a solution of 
ester 21 (426 mg, 1.19 mmol) in THF (5 ml). The mixture was stirred at room temperature overnight. 
THF was removed in vacuum and the remained aqueous solution was acidified to pH 1 using IN HCI. 
A precipitate formed which was collected by filtration, washed with H 2 0 and dried to give the title 
compound 22 as a white solid, (320 mg, 78%). *H-NMR (DMSO) 8: 2.96 (t, J = 8.6 Hz, 2H); 3.43 (t, J 
= 8.6 Hz, 2H); 3.62 (s, 3H); 3.72 (s, 6H); 4.29 (s, 2H); 6.58 (s, 1H); 6.60 (s, 2H); 7.53 (s, 1H); 7.61 
(d, J = 8.8 Hz, 1H). 

Steps 4 and 5. l-(3 ( 4,5-Trimethoxy-benzyl)-2,3-dihydro-lH-indole-6-carboxylic acid (2- 
amino-5-thiophen-2-yl-phenyl)-amide (23) 

[0255] Following the procedures described in Example 1, steps 3 and 4, the title compound 23 
was obtained as a yellow solid (294 mg, 41%). l H NMR: (DMSO) 8 (ppm): 9.37 (s, 1H), 7.73 (d, J = 
8.4 Hz, 1H), 7.70 (s, 1H), 7.44 (d, J = 2.0 Hz, 1H), 7.33 (d, J = 5.1 Hz, 1H), 7.25 (dd, J = 8.2, 2.0 
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Hz, 1H), 7.22 (d, J = 3.3 Hz, 1H), 7.03 (dd, j = 4.2, 4.2 Hz, 1H), 6.78 (d, J = 8.4 Hz, 1H), 6 66 (d 
J = 8.2 Hz, 1H), 6.64 (s, 2H), 5.06 (s, 2H), 4.32 (s, 2H), 3.75 (s, 6H), 3.64 (s, 3H), 3.45 (t, J = 8 3 
Hz, 2H), 3.00 (t, J = 8.5 Hz, 2H). MS: (calc.) 515.2; (obt.) 513.7 (MH) + . 

Example 5 




H 3 c-d 



/V.[2.amino-5.(2^ 

2-carboxamide (29) 
Scheme 4 



j^^jpOH Ethyl bromoacetate r^y 0 0E t 



24 



MeCX 



OMe 



25 



Q OEt 



1. NBS.VAZO, CCI 4 , 
reflux 

2. NaHC0 3 , dioxane, HO^A^. 
water, 80°C 




3,4,5-Trimethoxyanlline 
PhSiH 3 , Bu 2 SnCI 2 , THF 



1 LiOHJHF, H 2 0 

2. NaH BOP, Pyridine, 2-Nitro-5-thiophen-2-yl-aniiine 

3. SnCi 2 H 2 0, NH 4 OAc, THF, H 2 0, MeOH 

X? 



MeO" 



OMe 




Step 1: Ethyl 5-Methyl-benzofuran-2-carboxylate (25). 

[0256] To a stirred suspension of 2-hydroxy-5-nnethylbenzaldehyde (5 g, 36.7 mmol) and K 2 C0 3 
(12.7 g, 91.8 mmol) in DMF (30 mL), ethyl bromoacetate (4.07 ml, 36.7 mmol) was added drop- 
wise. This mixture was allowed to stir for two hours under nitrogen at room temperature, and was 
then heated to 80°C and stirred overnight. The reaction was quenched with H 2 0 to form a precipitate 
which was collected by filtration and purified by flash chromatography (eluent 5% EtOAc in hexane) to 
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give the title compound 25 (2.30 g, 31%). J H-NMR (CDCI 3 ) 5: 1.45 (t, J=7.0 Hz, 3H); 2.47 (s, 3H); 
4.45 (q, J=7.0 Hz, 2H); 7.26 (m, 1H); 7.46 (m, 3H). 

Steps 2-3. 5-Hydroxymethyl-benzofuran-2-carboxylic acid ethyl ester (26). 
[0257] A mixture of the ester 25 (2.26 g, 11.1 mmol), /V-bromosuccinimide (2.37 g, 13.3 mmol) 
and VAZO (271 mg, 1.11 mmol) was refluxed overnight in CCI 4 (50 mL) under nitrogen. The reaction 
mixture was cooled to the room temperature, diluted with dichloromethahe and washed with water. 
The organic layer was dried over anhydrous MgS0 4 and concentrated in vacuum. The residue was 
purified by flash chromatography (eluent 5% EtOAc in hexane) to give ethyl 5-bromomethyl- 
benzofuran-2-carboxylate. This compound was dissolved in dioxane (20 ml) and a solution of NaHC0 3 
(1.76 g, 20.9 mmol) in water (20 ml) was added. The reaction was stirred at 80°C during 16 h. The 
solvent was evaporated and the product was dissolved in EtOAc and washed with brine. The organic 
layer was dried over anhydrous MgS0 4 and concentrated in vacuum. The residue was purified by 
flash chromatography (eluent 2040% EtOAc in hexane to give the title compound 26 (2.55 g, 61%) 
as a white solid. ^-NMR (DMSO) 8: 7.74 (d, J = 1.0 Hz, 1H), 7.71-7.70 (m, 1H), 7.65 (d, J = 8.6 Hz, 
1H), 7.44 (dd, J = 8.6, 1.8 Hz, 1H), 5.31 (t, J = 5.8 Hz, 1H), 4.59 (d, J = 5.7 Hz, 2H), 4.35 (q, 
J=7.1Hz, 2H); 1.34 (t, J = 7.0, 3H). 

Step 4: Ethyl 5-Formyl-benzofuran-2-carboxylate (27). 

[0258] To a solution of the compound 26 (2.53 g, 11.49 mmol) in DCM (70 ml) was added Mn0 2 
(9.99 g, 114.9 mmol). The reaction mixture was stirred at room temperature for 16 h and then 
filtered through a celite pad. The filtrate was concentrated in vacuum to give the title compound 27 
(2.19 g, 87%) as a white solid. 'H-NMR (DMSO) 5: 10.07 (s, 1H), 8.40-8.39 (m, 1H), 8.03 (dd, J = 
8.6, 1.6 Hz, 1H), 7.93-7.92 (m, 2H), 4.38 (q, J=7.1 Hz, 2H); 1.35 (t, J = 7.0, 3H). 

Step 5: 5-[(3,4,5-Trimethoxy-phenylamlno)-methyl]-benzofuran-2-carboxylic acid ethyl 
ester (28). 

[0259] Following the same procedure as described in Example 4, Step 2, but substituting 
compound 20 and 3,4,5-trimethoxybenzaldehyde for 3,4,5-trimethoxyaniline and compound 27, the 
title compound was obtained'in 99% yield. 'H NMR: (DMSO) 8 (ppm): 7.75 (d, J = 1.0 Hz, 1H), 7.73 
(d, J = 1.0 Hz, 1H), 7.66 (d, J = 8.6 Hz, 1H), 7.51 (dd, J = 8.6, 1.8 Hz, 1H), 6.11 (t, J = 6.1 Hz, 
1H), 5.89 (s, 2H), 4.374.32 (m, 4H), 3.63 (s, 6H), 3.49 (s, 3H), 1.33 (t, J = 7.0, 3H). 
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Steps 6-8: 5-[{3,4,5-Trjmethoxy-phenylamino)-methyl]-benzofuran-2-carboxylic acid (2- 
amino-5-thiophen-2-yl-phenyl)-amide (29) 

[0260] Following the same procedure as described in Example 4 step 3 and then the procedures 
described in Example 1, steps 3 and 4, the title compound 29 was obtained as an orange solid in 
73% yield. l H NMR: (DMSO) 5 (ppm): 9.92 (s, 1H), 7.77 (d, J = 1.0 Hz, 1H), 7.70 (s, 1H), 7.65 (d, J 
= 8.6 Hz, 1H), 7.49 (dd, J = 8.6, 1.8 Hz, 1H), 7.46 (d, J = 2.2 Hz, 1H), 7.34 (dd, J = 5.1, 1.0 Hz, 
1H), 7.30 (dd, J = 8.2, 2.2 Hz, 1H), 7.23 (dd, J = 3.5, 1.2 Hz, 1H), 7.04 (dd, J = 5.1, 3.5 Hz, 1H), 
6.80 (d, J = 8.4 Hz, 1H), 6.12 (t, J = 5.8 Hz, 1H), 5.91 (s, 2H), 4.35 (d, J = 5.9 Hz, 2H), 3.64 (s, 
6H), 3.50 (s, 3H). MS: (calc.) 529.2; (obt.) 530.7 (MH) + . 



Example 6 




i 

CH 3 

4-{[(3,4-dimethoxyphenyl)amino]methyl}-N-[3-{2-thienyl)phenyl]benzamide (32) 

Scheme 5 




Step 1: 3-Thiophen-2-yl-phenylamine (31). 

[0261] Following the same procedure as described in Example 1 step 2, but substituting 
compound 2 for compound 30, the title compound 31 was obtained in 50% yield. 'H NMR: (DMSO) 6 
(ppm): 7.45 (dd, J = 5.1, 1.2 Hz, 1H), 7.32 (dd, J = 3.7, 1.2 Hz, 1H), 7.07 (dd, J = 3.7, 1.2 Hz, 1H), 
7.02 (dd, J = 7.7, 7.7 Hz, 1H), 6.81 (dd, J = 1.9, 1.9 Hz, 1H), 6.78 (ddd, J = 7.4, 1.6, 0.8 Hz, 1H), 
6.48 (ddd, J = 8.0, 2.3, 1.0 Hz, 1H), 5.20 (s, 2H). MS: (calc.) 176.4; (obt.) 175.1 (MH)\ 
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Step 2: 4-[(3,4-Dimethoxy-phenylamino)-methyl]-N-(3-thiophen-2-yl-phenyl)-benzamide 
(32). 

[0262] To a stirred solution of 31 (122 mg, 0.696 mmol), acid 4 (182 mg, 0.633 mmol) and 
BOP (308 mg, 0.696 mmol) in DMF (4 ml) was added Et 3 N (265 nl, 1.90 mmol). The reaction was 
stirred 3 h at room temperature under nitrogen, quenched with H 2 0 and evaporated. The residue was 
extracted with ethyl acetate, washed with saturated solutions of NH 4 CI, NaHC0 3 and brine. The 
organic layer was dried over anhydrous MgS0 4 and concentrated in vacuum to form a material which 
was purified by flash chromatography (eluent 40% EtOAc in hexane) to give the title compound 32 
(70 mg, 25%) as a yellow solid. 'H NMR: (DMSO) 8 (ppm): 10.25 (s, 1H), 8.09-8.08 (m, 1H), 7.73 
(ddd, J = 7.6, 3.7, 3.7 Hz, 1H), 7.54 (dd, J = 5.1, 1.0 Hz, 1H), 7.49 (d, J = 8.2 Hz, 2H), 7.45 (dd, J 
= 3.7, 1.2 Hz, 1H), 7.42-7.32 (m, 2H), 7.13 (dd, J = 5.1, 3.7 Hz, 1H), 6.64 (d, J = 8.6 Hz, 1H), 
6.31 (d, J = 2.5 Hz, 1H), 6.00-5.97 (m, 2H), 4.31 (d, J = 6.1 Hz, 2H), 3.65 (s, 3H), 3.59 (s, 3H). 
MS: (calc), 444.2; (obt.) 445.5 (MH) + . 
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Example 7 




/V-[2-amino-5-(2-thienyl)phenyl]-4-{[(4-pyridin-3-ylpyrimidm-2-yl)amino^ 

(43) 
Scheme 6 




Step 1: 3-Dimethylamino-l-pyridin-3-yl-propenone (38) 
[0263] A stirred solution of 3-acetylpyridine (37, 30.0 g, 247.6 mmol) and N f N- 
dimethylformamide dimethylacetal (65.8 ml, 495.2 mmol) was refluxed under nitrogen for 4h. The 
reaction mixture was concentrated to dryness and 50 ml of diethyl ether were added to give a brown 
suspension. The solid was separated by filtration, rinsed with Et 2 0 and dried to afford the title 
compound 38 (36.97 g f 85% yield) as an orange crystalline solid. l H NMR (400 MHz, CDCI 3 ) 8(ppm): 
9.08 (d, J = 2.2 Hz, 1H), 8.66 (dd, J = 4.9, 1.4 Hz, 1H), 8.26-8.23 (m f 1H), 7.85 (d, J = 12.1 Hz, 
1H), 7.40 (dd, J = 7.8, 4.9 Hz, 1H), 5.68 (d t J = 12.1 Hz, 1H), 3.20 (s, 3H), 2.97 (s, 3H). 
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Step 2: Methyl (4-guanidinomethyl)benzoate (40) 

[0264] To a stirred suspension of methyl 4-aminomethyl-benzoate hydrochloride (39, 1 5.7 g, 
77.8 mmol) and diisopropylethylamine (29.5 ml, 171.2 mmol) in DMF (85.6 ml) at room temperature 
under nitrogen was added pyrazole-l-carboxamidine hydrochloride (12.55 g, 85.6 mmol). After 4 h 
the reaction mixture as a clear solution was concentrated to dryness under vacuum and saturated 
aqueous solution of NaHC0 3 (35 ml) was added to give a suspension. The solid was separated by 
filtration and washed with cold water. The mother liquor was concentrated to produce additional 
amount of a solid material which was also collected by filtration. Both solids were combined, 
triturated with H 2 0 (50 ml), filtered off, washed with cold H 2 0 and diethyl ether, and dried to afford 
the title compound 40 (12.32 g, 77% yield) as a white crystalline solid. »H NMR: (400 MHz, DMSO-d 6 ) 
5 (ppm): 9.20-8.00 (m, 4H), AB system (5 A = 7.91, 8 B = 7.39, = 8.2 Hz, 4H), 4.39 (bs, 2H), 
3.83 (s,3H). 

Step 3: Methyl 4-[(4-pyridin-3-yl-pyrimidin-2-ylamino)-methyl]-benzoate (41) 
[0265] To a stirred suspension of compounds 38 (0.394 g, 1.9 mmol) and 40 (0.402 g, 2.3 
mmol) in isopropyl alcohol (3.8 ml) at room temperature under nitrogen were added molecular sieves 
(0.2 g, 4A, powder). The reaction mixture was refluxed for 5h. MeOH (50 ml) was added, and the 
reaction mixture was brought to reflux again. A cloudy solution formed which was filtered through a 
celite pad, filtrate was concentrated to dryness and the residue was triturated with ethyl acetate (3 
ml), filtered off and dried to afford the title compound 41 (0.317g, 52%) as a white crystalline solid. 
! H NMR (400 MHz, DMSO-d 6 ) S (ppm): 9.17 (bs, 1H), 8.64 (m.lH), 8.38 (m, 2H), 7.98 (t, J = 6.3 Hz, 
1H), 7.88 (m, 2H), 7.48 (m, 3H), 7.24 (d, J = 5.1 Hz, 1H), 4.64 (d, J = 6.1 Hz, 2H), 3.81 (s, 3H). 

Step 4: 4-[(4-Pyridin-3-yl-pyrimidin-2-ylamino)-methyl]-benzoic acid (42) 
[0266] To a stirred solution of 41 (3.68 g, 1 1 .5 mmol) in a mixture of THF (23 ml) and MeOH (23 
ml) was added a solution of LiOH.H 2 0 (1.06 g, 25.3 mmol) in water (11.5 ml) at room temperature. 
The reaction mixture was stirred at 40'C overnight, cooled to the room temperature, and an aqueous 
solution of HCI (12.8 ml, 21V) was added (pH ~ 4-5). The mixture was concentrated to dryness; the 
formed solid was triturated with water, filtered off, washed with minimum H 2 0 and dried to afford the 
title compound 42 (3.44 g, 95%) as a white solid. 'H NMR (400 MHz, DMS0-d 6 ) 8{ppm): 12.83 (bs, 
1H), 9.23 (bs, 1H), 8.73-8.66 (m, 1H), 8.46-8.36 [m, included at 8.42 (d, J = 5.1 Hz), 2H), 8.02 (t, J 
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= 6.3 Hz, 1H), 7.91 (d, J = 8.2 Hz, 2H), 7.60-7.40 (m, 3H), 7.28 (d, J = 5.1 Hz, 1H), 4.67 (d, J = 
6.3 Hz, 2H). 

Step 5:/V-{2-Amino-5-thiophen-2-yl-phenyl)-4-[{4-pyridin-3-yl-pyrimidin-2-ylamino)-methyi]- 
benzamide (43) 

[0267] Following the same procedure as described in Example 1, Steps 34, but substituting 
compound 4 for compound 42, the title compound was obtained in 62% yield. 
[0268] J H NMR (400 MHz, DMSO-d 6 ), 5 (ppm): 9.65 (s, 1H), 9.22 (s, 1H), 8.66 (d, J = 3.7 Hz, 
1H), 8.39 (d, J = 5.3 Hz, 2H), 8.01 (t, J = 6.5 Hz, 1H), 7.93 (d, J = 8.4 Hz, 2H), 7.53-7.44 (m, 4H), 
7.32 (dd, J = 5.1, 1.2 Hz, 1H), 7.28-7.24 (m, 2H), 7.21 (dd, J = 3.7, 1.2 Hz, 1H), 6.02 (dd, J = 5.1, 
3.5 Hz, 1H), 6.78 (d, J = 8.4 Hz, 1H), 5.13 (s, 2H), 4.65 (d, J- 5.7, 2H). MS: (calc.) 478.2; (obt.) 
479.5 (MH) + . 



Example 8 



H 3 C 



CH 3 O v 




H 2 N 

4-[({6-[2-(dimethylami^ 

thienyl)phenyl]benzamide (50) 
Scheme 7 
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Step 1: 2-Amino-benzothiazol-6-ol (45): 

[0269] The title compound 45 was obtained following the same procedure described in U.S. 
Patent Application No. 10/242,304, which is incorporated by reference in its entirety. The yield of 
the title compound was 49% yield. ! H NMR: (CD 3 OD) 8(ppm): 7.93 (d, J= 8.5 Hz, 2H), 7.50 (d, J= 8.5 
Hz, 2H), 7.31 (bs, 1H), 6.85 (bs,lH), 6.76 (dd, J= 8.8, 2.47 Hz, 1H), 4.49 (s, 2H), 3.94 (s, 3H). 

Step 2: 4-[(6-Hydroxy-benzothiazol-2-ylamino)-methyl]-benzoic acid methyl ester (46): 
[0270] The title compound 46 was obtained following the same procedure as for the reductive 
amination described in U.S. Patent Application No. 10/242,304, which is incorporated by reference 
in its entirety. The yield of the title compound was 92% yield. *H NMR: (Acetone-d 6 ) 5(ppm): 8.06 (t, 
J=7.9 Hz, 2H), 7.65 (d, J=8.4 Hz, 2H), 7.36 (d, J=8.8 Hz, 1H), 7.21 (d, J=2.2 Hz, 1H), 6.88 (dd, 
J=8.8, 2.6 Hz, 1H), 4.87 (s, 2H), 3.95 (s, 3H). m/z: 315.2 (MH + ). 

Step 3: 4-{[6-(2-Dimethylamino-ethoxy)-benzothiazol-2-ylamino]-methyl}-benzoic acid 
methyl ester (47): 

[0271] The title compound 47 was obtained following the same procedure as for the Mitsunobu 
reaction described in U.S. Patent Application No. 10/242,304, which is incorporated by reference in 
its entirety. The yield of the title compound was 61% yield). *H NMR: (CD 3 OD) 5(ppm): 7.98 (d, J=8.4 
Hz, 2H), 7.48 (d, J=8.0 Hz, 2H), 7.31 (d, J=8.8 Hz, 1H), 7.22 (d, J=2.5 Hz, 1H), 6.89 (dd, J=8.8, 
2.7 Hz, 1H), 4.68 (s, 2H), 4.09 (t, J=5.5 Hz, 2H), 3.88 (s, 3H), 2.77 (t, J=5.5 Hz, 2H), 2.35 (s, 6H). 
m/z: 386.4 (MH + ). 

Step 4: 4-{[6-(2-Dimethylamino"ethoxy)-benzothiazol-2-ylamlno]-methyl}-benzoic acid (48): 
[0272] The title compound 48 was obtained following the same procedure as for the ester 
hydrolysis described in U.S. Patent Application No. 10/242,304, which is incorporated by reference 
in its entirety. The yield of the title compound was 63% yield. *H NMR: (CD 3 0D) 5(ppm): 8.43 (bs, 1H), 
7.92 (d, J=8.0 Hz, 2H), 7.48 (d, J=8.2 Hz, 2H), 7.38 (s, 1H), 7.30 (d, J=8.4 Hz, 1H), 6.87 (d, J=9.2 
Hz, 1H), 4.66 (d, J=5.1 Hz, 2H), 4.17 (t, J=4.7 Hz, 2H), 3.06 (bs, 2H), 2.54 (s, 6H). m/z: 372.4 
(MH + ). 
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Step 5: 4-[6-(2-Dimethylamino-ethoxy)-lH-benzoimidazol-2-ylsulfanylmethyl]-N-(2-nitro-5- 
thiophen-2-yl-phenyl)-benzamide (49) 

[0273] The title compound 49 was obtained following the same procedure as Example 1 , step 3, 
but substituting compound 4 for compound 48 in 83% yield. l H NMR: (DMSO-d 6 ) S(ppm): 10.92 (bs, 
1H), 8.26 (bs, 1H), 8.16 (s, 1H), 8.05 (d, J=9.0 Hz, 1H), 7.82 (d, J=7.4 Hz, 2H), 7.74-7.67 (m, 2H), 
7.31-7.21 (m, 5H), 6.79 (d, J=8.4 Hz, 1H), 4.54 (d, J=4.7 Hz, 2H), 3.99 (bs, 2H), 2.59 (t, J=5.9 Hz, 
2H), 2.20 (s, 6H). 

Step 6: W-[2-amino-5-(2-thienyl)phenyl]-4-[({6-[2-(dimethylamino)ethoxy]-lH-benzimidazol- 
2-yl}thio)methyl]benzamide W-(2-Amino-5-thiophen-2-yl-phenyl)-4-{[6-(2-dimethylamino- 
ethoxy)-benzothiazol-2-ylamino]-methyl}-benzamide (50) 

[0274] The title compound 50 was obtained following the same procedures as Example 1 , step 
4, but substituting compound 5 for compound 49 in 7% yield. 'H NMR: (DMSOd 6 ) d (ppm): 9.68 (s, 
1H), 8.39 (bs, 1H), 7.95 (d, J=7.4 Hz, 2H), 7.47 (d, J=8.4 Hz, 2H), 7.44 (s, 1H), 7.32 (s, 1H), 7.27- 
7.21 (m, 3H), 7.02 (s, 1H), 6.80 (t, J=9.8 Hz, 2H), 5.14 (s, 2H), 5.63 (d, J=4.5 Hz, 2H), 4.05 (bs, 
- 2H), 2.76 (bs, 2H), 2.32 (s, 6H). m/z: 544.5 (MH + ). 



Example 9 




N-[2-amino-5-(2-thienyl)phenyl]-4-{[(6-chloro-5-fluoro-lH-benzimidazol-2- 
yl)thio]methyl}benzamide (55) 
Scheme 8 
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Step 1: 4-{6-Chloro-5-fluoro-lH-benzoimidazol-2-ylsulfanylmethyl)-benzoic acid methyl 
ester (52) 

[0275] The title compound 52 was obtained following the same procedure as for the S-alkylation 
described in U.S. Patent Application No. 10/242,304, which is incorporated by reference in its 
entirety. The yield of the title compound was 55% yield. 

[0276] J H NMR: (DMSO-d 6 ) 8(ppm): 7.85 (d, J=8.4 Hz, 2H), 7.55 (d, J=8.4 Hz, 2H), 3.80 (s, 2H), 
3.34 (s, 3H).m/z: 351.2 (MH + ). 

Step 2: 4-{6-[(Pyridin-3-ylmethyl)-amino]-benzothiazol-2-ylsulfanylmethyl}-benzoic acid 
methyl ester (53): 

[0277] The title compound 53 was obtained following the same procedure as for the ester 
hydrolysis described in U.S. Patent Application No. 10/242,304, which is incorporated by reference 
in its entirety. The yield of the title compound was 83% yield. 

[0278] X H NMR: (DMSO-d 6 ) 8(ppm): 7.88 (d, J=8.2 Hz, 2H), 7.67 (d, J=6.8 Hz, 1H), 7.55 (d, 
J=8.2 Hz, 2H), 7.53 (d, J=6.8 Hz, 1H), 4.65 (s, 2H). 

Step 3:N-(2-Amino-phenyl)-4-{6-[(pyridin-3-ylmethyl)-amino]-benzothiazol-2-yl 
sulfanylmethylj-benzamide (54): 

[0279] The title compound 54 was obtained following the same procedure as Example 1 , step 3, 
but substituting compound 4 for compound 53 in 66% yield. 

[0280] ! H NMR: (DMSO-d 5 ) 8(ppm): 12.89 (bs, 1H), 10.79 (s, 1H), 8.12 (d, J=2.0.Hz, 1H), 8.05 
(d, J=8.8 Hz, 2H), 7.90-7.68 (m, 3H), 7.62 (d, J=8.4 Hz, 2H), 7.48 (bs, 1H), 7.21 (dd, J=4.9, 3.7 
Hz, 1H), 4.65 (s, 2H). m/z: 539.5 

Step 4: N-(2-Amino-5-thiophen-2-yl-phenyl)-4-(6-chloro-5-fluoro-lH-benzoimidazol-2- 
ylsulfanylmethyl)-benzamide (55) 

[0281] The title compound 55 was obtained following the same procedure as Example 1, step 4, 
but substituting compound 5 for compound 54 in 14% yield. l H NMR: (DMSO-d 6 ) d (ppm): 12.96 (s, 
0.5H), 12.92 (s, 0.5H), 9.71 (s, 1H), 7.96 (d, J=8.0 Hz, 2H), 8.35 (s, 0.5H), 7.79 (d, J=7.0 Hz, 
0.5H), 7.64 (d, J=7.0 Hz, 0.5H), 7.62 (d, J=7.8 Hz, 2H), 7.50 (s, 0.5H), 7.48 (s, 1H), 7.38 (d, J=4.9 
Hz, 1H), 7.32 (d, J=8.4 Hz, 1H), 7.27 (d, J=3.1 Hz, 1H), 7.08 (t, J=3.7 Hz, 1H), 6.83 (d, J=8.4 Hz, 
1H), 5.19 (s, 2H), 4.69 (d, J=3.5 Hz, 2H). m/z: 509.5 
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Example 10 




W-(4-amino-5-phenyl-3-thienyl)-4-{[(3,4-dimethoxyphenyl)ami^ (61) 

Scheme 9 




Step 1: (4-tert-Butoxycarbonylamino-thiophen-3-yl)-carbamic acid tert-butyl ester (57) 
[0282] To a vigorously stirred THF (40 mL) solution of 3,4-diaminothiophene light petroleum 
ether (300 mL) was added (l.OOg, 8.77mmol). To this mixture a solution of di-t-butyldicarbonate 
(3.82g f 17.5mmol) in petroleum ether (lOOmL) was added over a period of 30 min. Stirring was 
continued for 16h and the solvents were distilled off. The residue was dissolved in DCM and washed 
twice with IN HCI, dried over MgS0 4 and concentrated in vacuum to a ~ 20 mL volume. Hexane was 
slowly added with stirring and brown crystalline material precipitated out. The product was collected 
by filtration, washed with hexane and the mother liquor was allowed to crystallize again to yield a 
second crop of the product. The two crops were combined thus affording the title compound 57 
(2.19g, 80% yield). This procedure is essentially as described in Brugier ef ai Tetrahedron (1997) 
30: 1 0331-10344, which is incorporated by reference in its entirety. *H NMR: (CDCI 3 ) 8(ppm): 7.14 
(s, 2H), 6.66 (bs.lH), 1.54 (s, 18H). 

[0283] Neutral 3,4-diaminothiophene is obtained by dissolving 3,4-diaminothiophene 
dihydrochloride (Toronto Research) (2.0g, 10.7mmol ) in a minimum volume of IN aqueous HCI and 
make the solution basic by addition of 2N aqueous NaOH. The precipitate is extracted twice with 
EtOAc and the combined organic layers dried with MgS0 4 and concentrated (l.OOg, 82% recovery). 
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Step 2: (2-Bromo-4-tert-butoxycarbonylamino-thiophen-3-yl)-carbamic acid tert-butyl ester 
(58) 

[0284] NBS (1 .22g, 6.87 mmol) was added to a solution of compound 57 (2.16g, 6.87 mmol) in 
CCU (137 mL) at r.t. The mixture was stirred for 16h. The solid material was filtered off and the 
filtrate was collected and washed with water. The organic layer was dried over MgS0 4 and 
concentrated in vacuum. The residue was purified by flash chromatography with DCM as an eluent 
affording the title compound 58 (1.92 g, 71% yield). ! H NMR: (CDCI 3 ) 8(ppm): 7.30 (bs, 1H), 6.00 (s, 
1H), 1.45 (s, 9H), 1.43 (s, 9H). m/z: 415.4/417.4 (M+Na/M+2+Na). This procedure is essentially 
as described in Brugier etal., Tetrahedron, 56: 2985-2993 (2000), which is incorporated by 
reference in its entirety. 

Step 3: (4-tert-Butoxycarbonylamino-5-phenyl-thiophen-3-yl)-carbamic acid tert-butyl ester 
(59) 

[0285] In a flame-dried round-bottom flask, tetrakisttriphenylphosphine) palladium (59 mg, 0.05 1 
mmol) was added to a degassed solution of compound 58 (400 mg, 1.02 mmol) in DME (5 mL). 
Phenylboronic acid (186 mg, 1.53 mmol), water (2.5 mL), and Na 2 C0 3 (324 mg, 3.06 mmol) were 
successively added, degassing and purging with nitrogen between each addition. The mixture was 
refluxed under nitrogen atmosphere for 3 h and partitioned between Et 2 0 and water. The organic 
layer was dried over MgS0 4 and concentrated in vacuum. The title compound 59 (398 mg, 100% 
yield) was obtained as a brown oil. *H NMR: (CDCI 3 ) 5(ppm): 7.51-7.31 (m, 6H), 1.54 (s, 18H). m/z: 
413.5 (M+Na + ). This procedure is essentially as described in Brugier et a/., Tetrahedron, 56: 2985- 
2993 (2000), which is incorporated by reference in its entirety. 

Step 4: 2-Phenyl-thiophene-3,4-diamine (60) 

[0286] To a solution of compound 59 in glacial acetic acid (102 was added a 30% solution 
of HBr in acetic acid (102 uL). The mixture was stirred for 16h at r.t. and Et 2 0 (10 mL) was added. 
The precipitate was collected by filtration and immediately dissolved in water, neutralized by addition 
of 2N aqueous NaOH and the precipitate was extracted with Et 2 0. The organic layer was dried over 
MgS0 4 and concentrated in vacuum affording the title compound 60 (34 mg, 69% yield). This 
procedure is essentially as described in Brugier etal, Tetrahedron, 30: 10331-10344 (1997), which 
is incorporated by reference in its entirety. l H NMR: (CDCI 3 ) 5(ppm): 7.49 (dd, J=8.4, 1.4 Hz, 2H), 
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7.41 (t, J=7.6 Hz, 2H), 7.26 (dd, J=10.2, 7.2 Hz, 1H), 6.22 (s, 1H), 3.51 (bs, 4H). m/z: 191.3 
(MH + ). 

Step 5: N-(4-Amino-5-phenyl-thiophen-3-yl)-4-[(3,4-dimethoxy-phenylamino)-methyl]- 
benzamide (61) 

[0287] The title compound 61 was obtained following the same procedure as described in 
Example 6, step 2, but substituting compound 31 for compound 60 in 73% yield). 
[0288] >H NMR: (CD 3 OD) 5(ppm): 7.91 (d, J=8.2 Hz, 2H), 7.52 (d, J=8.0 Hz, 2H), 7.51 (dd, 
J=7.0, 1.2 Hz, 2H), 7.42 (t, J=7.4 Hz, 2H), 7.38 (s, 1H), 7.28 (tt, J=7.4, 1.8 Hz, 1H), 6.71 (d, 
J=8.6 Hz, 1H), 6.37 (d, J=2.7 Hz, 1H), 6.13 (dd, J=8.6, 2.5 Hz, 1H), 4.38 (s, 2H), 3.74 (s, 3H), 
3.71 (s, 3H). m/z: 460.5 (MH + ). 



N-IS-aminO^^'-bithien^-ylJ^-iKS^-dimethoxyphenyOaminolmethylJbenzamide (62) 
[0289] The title compound 62 was obtained following the same procedures as Example 10, 
substituting phenylboronic acid in the step 3 for 2-thiopheneboronic acid in 29% yield. ! H NMR: 
(DMSO-de) 8(ppm): 7.90 (d, J=8.4 Hz, 2H), 7.52 (d, J=8.4 Hz, 2H), 7.37 (dd, J=5.1, 1.2 Hz, 1H), 
7.36 (s, 1H), 7.14 (dd, J=3.7, 1.2 Hz, 1H), 7.10 (dd, J=5.1, 3.5 Hz, 1H), 6.71 (d, J=7.4 Hz, 1H), 
6.36 (d, J=2.5 Hz, 1H), 4.38 (s, 2H), 3.74 (s, 3H), 3.71 (s, 3H), m/z: 466.5 (MH + ). 



Example 11 




Example 12 




trans-N-[2-amino-5-(2-thienyl)phenyl]-3-(4-{[(3,4,5- 
trimethoxyphenyl)amino]methyl}phenyl)acrylamide (67) 
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Scheme 10 
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67: Example 12 



C0 2 H 



Steps 1-3: 3-{4-[(3,4 f 5-Trimethoxy-phenylamino)-methyl]-phenyl}-acryHc acid (66) 

[0290] The title compound 66 and the synthetic pathway depicted in scheme 10 were described 

in U.S. Patent Application No. 10/242,304, which is incorporated by reference in its entirety. 

Steps 4-5. N-(2-Amino-5-thiophen-2-yl-ph 
methyl]-phenyl}-acrylamide (67) 

[0291] The title compound 67 was obtained following the same procedures described in 
Example 1, steps 3 and 4, but substituting compound 4 for compound 66 in 32% yield. 
[0292] X H NMR (400 MHz, DMSO d 6 ): 9.40 (s, 1H); 7.67 (s, 1H); 7.56 (d, 2H, J=7.6 Hz); 7.51 (s, 
1H); 7.42 (d, 2H, J=8.0 Hz); 7.33 (d, 1H, J=5.1Hz); 7.23-7.19 (m, 2H); 7.03 (dd, 1H, J=3.7, 4.9Hz); 
6.85 (d, 1H, J=15.7 Hz); 6.76 (d, 1H, J=8.2Hz); 6.08 (dd, 1H; J=5.7, 6.0 Hz ); 5.87 (s, 2H); 5.19 
(s, 2H); 4.25 (d, 2H, J-5.9 Hz), 3.63 (s, 6H); 3.49 (s, 3H). 

Example 13 




H 2 N 



N-(2-amino-5-butylphenyl)-4-{[(3,4-dimethoxyphenyl)amino]methyI}benzamide (68) and 
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N-(2-amino-5-butylphenyl)-4-methylbenzamide 
Scheme 11 



N0 2 NiCl 2 , NaBH 4 ^ 



MeOH, 0°C, 2h 



NH 2 



H 3 CCT 

68: Example 13 69: Example 13a 



[0293] A stirred solution of nitrocompound 5 (207 mg; 0.42 mmol) and nickeKIOchloride 
hexahydrate (595 mg; 2.5 mmol) in methanol (6 mL) at 0°C was treated with the solid sodium 
borohydride (430 mg; 11.4 mmol) and the mixture stirred at the same temperature for 2h, quenched 
with acetone, poured into 5% NH 4 OH in brine and extracted with dichloromethane. The organic layer 
was dried (Na 2 S0 4 ), filtered and concentrated. After flash chromatography on a silica gel column 
(eluent 20% AcOEt in dichloromethane), compound 68 (62 mg; 0.143 mmol, 34%) and 69 (22 mg, 
0.078 mmol, 19%) were obtained. 

[0294] Compound 68: *H NMR: (400.2 MHz, DMSO) 5 (ppm): 9.58 (s, 1H); 7.89 (d, J=8.2, 2H); 
7.45 (d, J=8.2, 2H); 6.97 (s, 1H); 6.78 (dd, J=2.0; 8.2, 1H); 6.67 (d, J=8.0, 1H); 6.64 (d, J=8.6, 
1H); 6.31 (d, J=2.5, 1H); 5.99-5.96 (m, 2H); 4.68 (bs, 2H); 4.29 (d, J=6.3, 2H); 3.65 (s, 3H); 3.58 
(s, 3H); 2.43 (t, J=7.4, 2H); 1.49 (m, J=7.4, 2H); 1.30 (m, J=7.4, 2H); 0.89 (t, J=7.4, 3H). 
[0295] Compound 69: 'H NMR: (400.2 MHz, DMSO) 5 (ppm): 9.57 (s, 1H); 7.86 (d, J=8.1, 2H); 
7.30 (d, J=8.1, 2H); 6.78 (dd, J=2.0; 8.0, 1H); 6.68 (d, J=8.0, 1H); 4.67 (bs, 2H); 2.44 (t, J=7.4, 
2H); 2.38 (s, 3H); 1.49 (m, J=7.4, 2H); 1.31 (m, J=7.4, 2H); 0.89 (t, J=7.4, 3H). 



Example 14 

o 



CH : 
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CH 3 



CH 3 

N-(2-amino-4-butylphenyl)-4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide (70) and 

243 



WO 2005/030705 



PCT/US2004/031591 



Example 14a 




N-(2-amino-4-butylphenyl)-4-methylbenzamide (71) 
[0296] Following the same procedure as described in Example 13, but substituting the 
compound 5 for compound 15 in 53 and 9% yields, respectively. 

Scheme 12 



[0297] Compound 70: } H NMR: (400.2 MHz, DMSO) 5 (ppm): 9.51 (s, 1H); 7.88 (d, J=8.4, 2H); 
7.44 (d, J=8.4, 2H); 7.00 (d, J=8.3, 1H); 6.63 (d, J=8.3, 1H); 6.58 (d, J=2.0, 1H); 6.30 (d, J=2.5, 
1H); 5.99-5.96 (m, 2H); 4.79 (bs, 2H); 4.29 (d, J=6.1, 2H); 3.65 (s, 3H); 3.59 (s, 3H); 2.45 (t, 
J=7.4, 2H); 1.52 (m, J=7.4, 2H); 1.30 (m, J=7.4, 2H); 0.90 (t, J=7.4, 3H). 
[0298] Compound 71: l H NMR: (400.2 MHz, DMSO) 5 (ppm): 9.51 (s, 1H); 7.85 (d, J=8.0, 2H); 
7.28 (d r J=8.0, 2H); 7.01 (d, J=8.5, 1H); 6.58 (d, J=2.0 T 1H); 6.40 (d, J=2.0, 8.5, 1H); 4.78 (bs, 
2H); 2.45 (t, J=7.4, 2H); 2.38 (s, 3H); 1.53 (m, J=7.4, 2H); 1.31 (m, J=7.4, 2H); 0.90 (t, J=7.4, 
3H). 



o 



o 



o 




71: Example 14a 



Example 15 




Af-[2-amino-5-{3-hydroxyprop-l-yn-l-yl)phenyl]-4-{[(3,4« 
dimethoxyphenyl)amino]methyl}benzamide (76) 



244 



WO 2005/030705 



PCT/US2004/031591 



Scheme 13 




76: Example 15 



Step 1: 3-(3-Amino-4-nitro-phenyl)-prop-2-yn-l-ol (72) 

[0299] A suspension of bromoarene 2 (447mg g; 2.06 mmol); tetrakis(triphenylphosphine) 
pal!adium(0} (145mg, 0.12 mmol) and copper(l)iodide (143mg, 0.75mmol) in degassed 
ethyleneglycol dimethylether (2.5 mL) and triethylamine (1.5 mL) f was stirred at room temperature 
under nitrogen in the dark for 10 min and then treated with neat prop-2-yn-l-ol (0.7 mL, 12 mmol) (or 
any other alkyne of choice, 5 eq.) ( and the mixture stirred under the same conditions for 48h, diluted 
with dichloromethane (50 mL), filtered through a celite pad and concentrated. Purification by flash 
chromatography (eluent 50 to 75% AcOEt in hexane) afforded compound 72 (328 mg, 83% yield). 
[0300] 1 H NMR: (400.2 MHz, DMSO) 6 (ppm): 7.92 (d, J=8.8, 1H); 7.46 (bs, 2H); 7.04 (d, 
J=1.7, 1H); 6.57 (dd, J=1.7, 8.8, 1H); 5.41 (t, J=6.1, 1H); 4.30 (d, J=6.1, 2H). 

Step 2: 5-[3-(tert-Butyl-diphenyl-sila^ (73) 
[0301] A solution of alcohol 72 (328 mg, 1.71 mmol) and imidazole (308 mg, 4.5 mmol) in N,/V- 
dimethylformamide (3 mL) was treated with neat tert-butykhloro-diphenyl-silane (0.5 mL, 1.9 mmol) 
and the solution stirred under nitrogen for 18h, diluted with ethyl acetate (300 mL), washed with 5% 
aqueous KHSO*, then with saturated NaHC0 3 and finally with water, dried (MgS0 4 ), filtered and 
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concentrated in vacuum. The crude mixture was purified by flash chromatography (eluent 50% ether 
in hexane, then 50% EtOAc in dichloromethane) to give compound 73 (691 mg, 94% yield). 
[0302] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 7.91 (d, J=8.8, 1H); 7.68-7-66 (m, 4H) 7.46-7.44 
(m, 6H); 7.01 (d, J=1.7, 1H); 6.46 (dd, J=1.7, 8.8, 1H); 4.61 (d, 2H); 1.03 (d, 9H). 

Step 3: W-{5-[3-(tert-Butyl-diphenyl-silanyloxy)-prop-l-ynyl]-2-nitro-phenyl}-4-[(3,4- 
dimethoxy-phenylamino)-methyl]-benzamide (74) 

[0303] Following the same procedure as described in Example 1 , step 3, but substituting 
compound 3 for compound 73 title compound was obtained in 77% yield. 
[0304] J H NMR: (400.2 MHz, DMSO) 8 (ppm): 10.7 (s, 1H); 7.97 (d, J=8.6, 1H); 7.88 (d, J=8.4, 
2H); 7.76 (d, J=1.8, 1H); 7.70-7-67 (m, 4H); 7.52 (d, J=8.4, 2H); 7.47-7-44 (m, 6H); 7.25 (d, J=7.4, 
1H); 6.64 (d, J=8.6, 1H); 6.31 (d, J=2.8, 1H); 6.01-5.96 (m, 2H); 4.65 (s, 2H); 4.31 (d, J=6.1, 2H); 
3.65 (s, 3H); 3.55 (s, 3H); 1.03 (d, 9H). 

Step 4: 4-[(3,4-Dimethoxy-phenylamino)-methyl]-N-[5-{3-hydroxy-prop-l-ynyl)-2-nitro- 
phenylj-benzamide (75) 

[0305] A solution of compound 74 (871 mg, 1.24 mmol) in THF (3 mL) was treated with 1.0 M 
solution of tetrabutylammonium fluoride in THF (2.0 mL, 2.0 mmol) followed by 70% hydrogen 
fluoride in pyridine (0.1 mL), and the solution stirred under nitrogen for 12h, diluted with ethyl acetate 
(200 mL) and washed with saturated NaHC0 3 (50 mL) and then with water (6x100 mL), dried 
(Na 2 S0 4 ), filtered and concentrated in vacuum. The crude material (647 mg) was pure enough for the 
next step without further purification. 

Step 5: N-[2-Amino-5-(3-hydroxy-prop-l-ynyl)-phenyl]-4-[(3 f 4-dimethoxy-phenyl amino)- 
methyl]-benzamide (76) 

[0306] Following the same procedure as described in Example 1 , Step 4, but substituting 
compound 5 for compound 75 in 52% yield. 

[0307] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.51 (s, 1H); 7.88 (d, J=8.2, 2H); 7.45 (d, J=8.2, 
2H); 7.22 (d, J=1.8, 1H); 6.99 (dd, J=1.8, 8.2, 1H); 6.69 (d, J=8.4, 1H); 6.63 (d, J=8.4, 1H); 6.31 
(d, J=2.3, 1H); 5.99-5.96 (m, 2H); 5.30 (s, 2H); 5.19 (d, J=5.9, 1H); 4.29 (d, J=5.9, 2H); 4.23 (d, 
J=5.3, 2H); 3.65 (s, 3H); 3.55 (s, 3H). 
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Example 16 
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W-{2-amino-5-[3-(dimethylamino)prop-l-yn-l-yl]phenyl}-4-{[(3,4- 
dimethoxyphenyl)amino]methyl}benzamide (79) 

Scheme 14 
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79:Examp!e 16 

Step 1: 5-(3-Dimethylamino-prop-l-ynyl)-2-nitro-phenylamine (77) 

[0308] Following the same procedure described in Example 15, step 1 but substituting propargyl 

alcohol for N,N-dimethylpropargyl amine, the title compound was obtained in 80% yield. 

[0309] *H NMR: (400.2 MHz, DMS0) 5 (ppm): 8.02 (d, J=8.8, 1H); 6.87 (d, J=1.6, 1H); 6.69 

(dd, J=1.6, 8.8, 1H); 6.18 (bs, 2H); 3.48 (s, 2H); 2.38 (s, 6H). 

Step 2: 4-[(3,4-Dimethoxy-phenyIamino)-methyl]-N-[5-(3-dimethylamino-prop-l-ynyl)-2- 
nitro-phenyl]-benzamide (78) 

[0310] Following the same procedure described in Example 15, step 3 but substituting 
compound 73 for compound 77, the title compound was obtained in 86% yield. 
[0311] l H NMR: (400.2 MHz, DMSO) 5 (ppm): 10.74 (s, 1H); 8.0 (d, J=8.4, 2H); 7.88 (d, J=8.4, 
2H); 7.83 (d, J=L8, 1H); 7.52 (d, J=8.4, 2H); 7.41 (dd, J=L8, 8.4, 1H); 6.64 (d, J=8.6, 1H); 6.31 
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(d, J=2.6, 1H); 6.30 (d, J=6.6, 1H); 5.97 (dd, J=2.6, 8.6, 1H); 4.30 (d, J=6.6, 2H); 3.65 (s, 3H); 
3.64 (s, 3H); 3.58 (s, 2H); 2.25 (s, 6H). 

Step 3: N-[2-Amino-5-(3-dimethylamino-prop-l-ynyl)-phenyl]-4-[{3,4-dimethoxy- 
phenylamino)-methyl]-benzamide (79) 

[0312] Following the same procedure described in Example 15, step 5 but substituting 
compound 75 for compound 78, the title compound 79 was obtained in 63% yield. 
[0313] ] H NMR: (400.2 MHz, DMSO) 5 (ppm): 9.53 (s, 1H); 7.89 (d, J=8.2, 2H); 7.45 (d, J=8.2, 
2H); 7.22 (d, J=1.8, 1H); 7.01 (dd, J=1.8, 8.2, 1H); 6.69 (d, J=8.2, 1H); 6.63 (d, J=8.2, 1H); 6.30 
(d, J=2.5, 1H); 5.99-5.96 (m, 2H); 5.28 (s, 2H); 4.29 (d, J=6.1, 2H); 3.65 (s, 3H); 3.58 (s, 3H); 3.37 
(s, 2H); 2.21 (s, 6H). 



H 2 N 

N-tZ-amino-SHS-hydroxypropynphenyll^-ina^-dimethoxyphenyOaminolmethylJbenzamide 

(85). 



Example 17 
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Scheme 15 
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85:Example 17 



Step 1: 3-(3-Amino-4-nitro-phenyl)-propionaldehyde (80). 

[0314] A solution of bromoarene 2 (1.544g, 7.1 1 mmol) (or any haloarene of choice); tri-o-tolyl- 
phosphine (280 mg; 0.9 mmol) and tri(dibenzylidene acetone)dipalladium(O) (280 mg; 0.3 mmol) in 
/V,/\Wimethylformamide (6 mL) and ethyl diisopropyl amine (3 mL) was treated with prop-2-en-l-ol (3 
mL, 40 mmol) (or any alken-l-ol of choice, 6 eq.) and the solution was stirred at 120° C for 3h under 
nitrogen. The reaction mixture was concentrated under high vacuum and the residue was purified by 
flash chromatography (eluent 5% MeOH in dichioromethane) to afford the aldehyde 80 (253 mg, 18% 
yield). 

[0315] *H NMR: (400.2 MHz, CDCI3) 6 (ppm): 9.68 (t, J=0.8, 1H); 7.89 (d, J=8.7, 1H); 6.51 (d, 
J=1.6, 1H); 6.39 (dd, J=2.0, 8.7, 1H); 6.02 (bs, 2H); 2.78 (t, J=6.7, 2H); 2.69 (m, J=0.8, 6.7, 2H). 

Step 2: 3-(3-Amino-4-nitro-phenyl)-propan-l-ol (81). 

[0316] A solution of aldehyde 80 (253 mg, 1 .3 mmol) in tetrahydrofurane (1 mL) and propan-2-ol 
(2 mL) was treated with solid sodium borohydride (175 mg, 4.6 mmol) and stirred at -5° C for 15 
min. Acetone (5 mL) was added, stirred at the same temperature for 10 min and then diluted with 
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ethyl acetate (100 mL), washed with 5% KHS0 4 in water, then saturated NaHC0 3 and finally with 
water, dried (MgS0 4 ), and used for the next step without further purification. 
[0317] *H NMR: (400.2 MHz, CDCI3) 5 (ppm): 8.01 (d, J=8.8, 1H); 6.64 (d, J=1.8, 1H); 6.54 
(dd, J=L8, 8.8, 1H); 6.18 (bs, 2H); 3.69 (t, J=7.2, 2H); 2.68 (t, J=7.2, 2H); 1.91 (m, J=7.2, 2H). 

Step 3: 5-[3-(tert-Butyl-diphenyl-silanyloxy)-propyl]-2-nitro-phenylamine (82) 

[0318] Following the same procedure described in Example 1 5, step 2 but substituting 

compound 72 for compound 81, the title compound was obtained in 78% yield. 

[0319] ! H NMR: (400.2 MHz, CDCI3) 8 (ppm): 7.99 (d, J=8.8, 1H); 7.73 (d, J=1.6, 1H); 7.65- 

7.63 (m, 4H); 7.46-7.37 (m, 6H); 6.49 (dd, J=1.6, 8.8, 1H); 4.02 (bs, 2H); 3.71 (t, J=7.4, 2H); 2.69 

(t, J=7.2, 2H); 1.87 (m, J=7.2, 2H); 1.10 (s, 9H). 

Step 4: N-{5-[3-(tert-Butyl-diphenyl-silanyloxy)-propyl]-2-nitro-phenyl}-4-[(3,4-dimethoxy- 
phenylamino)-methy!]-benzamide (83) 

[0320] Following the same procedure described in Example 15, step 3 but substituting 

compound 73 for compound 82, the title compound was obtained in 71% yield. 

[0321] 'H NMR: (400.2 MHz, CDCI3) 5 (ppm): 11.3 (s, 1H); 8.75 (d, J=2.0, 1H); 8.61 (d, J=8.6, 

1H); 7.86 (d, J=8.4, 2H); 7.57-7.54 (m, 4H); 7.44 (d, J=8.4, 2H); 7.34-7.27 (m, 6H); 6.88 (dd, 

J=2.0, 8.4, 1H); 6.62 (d, J= 8.6, 1H); 6.21 (d, J=2.5, 1H); 6.08 (dd, J=2.5, 8.6, 1H); 4.32 (s, 2H); 

3.72 (s, 3H); 3.71 (s, 3H); 3.62 (t, J=7.4, 2H); 2.76 (t, J=7.2, 2H); 1.84 (m, J=7.2, 2H); 0.99 (s, 

9H). 

Step 5: 4-[(3,4-Dimethoxy-phenylamino)-methyl]-N-[5-(3-hydroxy-propyl)-2-nitro-phenyl]- 
benzamide (84) 

[0322] Following the same procedure described in Example 15, step 4 but substituting 
compound 74 for compound 83, the title compound was obtained in 99% yield. 
[0323] ! H NMR: (400.2 MHz, CDCI3) 5 (ppm): 11.4 (s, 1H); 8.86 (d, J=2.0, 1H); 8.21 (d, J=8.6, 
1H); 7.95 (d, J=8.4, 2H); 7.57 (d, J=8.4, 2H); 7.07 (dd, J=2.0, 8.6, 1H); 6.74 (d, J= 8.6, 1H); 6.42 
(d, J=2.3, 1H); 6.31 (d, J= 8.6, 1H); 4.43 (s, 2H); 3.83 (s, 3H); 3.82 (s, 3H); 3.74 (t, J=7.4, 2H); 
2.87 (t, J=7.2, 2H); 2.01 (m, J=7.2, 2H); 1.62 (bs, 1H). 
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Step eiN-ia-Amino-S-IS-hydroxy-propylJ-phenyll^-aS^-dimethoxy-phenylaminoj-methyl]- 
benzamide (85) 

[0324] Following the same procedure described in Example 15, step 5 but substituting 
compound 75 for compound 84, the title compound was obtained in 62% yield. 
[0325] »H NMR: (400.2 MHz, CDCI3) 8 (ppm): 9.58 (s, 1H); 7.89 (d, J=8.1, 2H); 7.45 (d, J=8.1, 
2H); 6.98 (s, 1H); 6.78 (dd, J=1.8, 8.0, 1H); 6.67 (d, J=8.0, 1H); 6.64 (d, J=8.6, 1H); 6.31 (d, 
J=2.5, 1H); 5.98 (m, 1H); 4.68 (bs, 2H); 4.40 (t, J=5.1, 1H); 4.29 (d, J=6.4, 2H); 3.65 (s, 3H); 3.58 
(s, 3H); 3.37 (dt, J=5.1, 7.6, 2H); 2.46 (t, J-7.6, 2H); 1.65 (m, J=7.2, 2H). 



Example 18 




N-{2-amino-5-[(lE)-3-amino-3-oxoprop-l-en-l-yl]phenyl}-4-{[(3,4- 
dimethoxyphenyl)amino]methyl}benzamide (88) 
Scheme 16 
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Step 1 : W-(5-Bromo-2-nitro-phenyl)-4-[(3 ,4-dimethoxy-phenylamino)-methyl]-benzamide 
(86) 

[0326] Following the same procedure as described in Example 1 step 3 but substituting 
compound 3 for compound 2, the title compound was obtained, which was used without further 
purification. 

[0327] ! H NMR: (400.2 MHz, DMSO) 5 (ppm): 10.4 (s, 1H); 8.08 (d, J=2.2, 1H); 7.96 (d, J=8.6, 
1H); 7.87 (d, J=8.4, 2H); 7.60 (dd, J=2.2, 8.6, 1H); 7.52 (d, J=8.4, 2H); 6.64 (d, J=8.4, 1H); 6.30 
(d, J=2.5, 1H); 5.97 (m, 2H); 4.31 (d, J=6.1, 2H); 3.65 (s, 3H); 3.58 (s, 3H). 

Step 2: /V-(2-Amino-5-bromo-phenyl)-4-[(3,4-dimethoxy-phenylamino)-methyl]-benzamide 
(87). 

[0328] Following the same procedure described in Example 1 , step 4 but substituting compound 
5 for compound 86, the title compound was obtained in 28% yield (over two steps). 
[0329] ! H NMR: (400.2 MHz, DMSO) 6 (ppm): 9.58 (s, 1H), 7.89 (d, J = 8.2 Hz, 2H), 7.46 (d, J 
= 8.4 Hz, 2H), 7.35 (d, J = 2.3 Hz, 1H), 7.08 (dd, J = 8.4, 2.3 Hz, 1H), 6.70 (d, J = 8.6 Hz, 1H), 
6.64 (d, J = 8.6 Hz, 1H), 6.31 (d, J = 2.5 Hz, 1H), 5.99-5.96 (m, 2H), 5.12 (s, 2H), 4.29 (d, J = 6.1 
Hz, 2H), 3.65 (s, 3H), 3.58 (s, 3H). 

Step 3: N-[2-Amino-5-(2-carbamoyl-vinyl)-phenyl]-4-[(3 f 4-dimethoxy-phenylamino)-methyl]- 
benzamide (88) 

[0330] Following the same procedure described in Example 17, step 1 but substituting 
compound 2 for compound 87, the title compound was obtained in 18% yield. 
[0331] l H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.57 (s, 1H), 7.91 (d, J = 8.2 Hz, 2H), 7.46 (d, J 
= 8.2 Hz, 2H), 7.38 (d, J = 2.0 Hz, 1H), 7.32 (bs, 1H); 7.23 (d, J = 16 Hz, 1H), 7.15 (dd, J = 2.0, 
8.4 Hz, 1H); 6.82 (bs, 1H); 6.74 (d, J = 8.4 Hz, 1H), 6.64 (d, J = 8.6 Hz, 1H), 6.32 (m, 1H), 6.29 (d, 
J = 16 Hz, 1H), 5.98 (m, 2H), 5.39 (bs, 2H), 4.30 (d, J = 6.1 Hz, 2H), 3.66 (s, 3H), 3.59 (s, 3H). 
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N-(2-Amino-5-(2-((tert-butyldimethylsilyloxy)methyl)thiophen-3-yl)pheny 

methoxybenzamide (93) and 
Example 20 




N-(2-amino-5-(2-{hydroxymethyl)thiophen-3-yl)phenyl)-4"methoxybenzamide (94) 

Scheme 17 



GHO -j, NaBH 4 iPrOH, 0°C 



B(OH) 2 2 - 5-bromo-2-nitroaniline (2), 

POT t Pd(PPh 3 ) 4l 
B9 K 2 C0 3t DME, H 2 0, 80°C 




OH 
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4-methoxybenzoyl chloride 
Pyridine 



OTBDMS 



93: Example 19 
+ 



SnCI 2t NH 4 OAc 
H 2 0, MeOH, THF 



o 2 i 

/=\ HN 





OTBDMS 



94: Example 20 

Step 1. (3-(3-amino-4-nitrophenyl)thiophen-2-yl)methanol (90) 

[0332] A suspension of the aldehyde 89 (500 mg, 3.21 mmol) and sodium borohydride (121 
mg, 3.21 mmol) in isopropanol (5 ml) was stirred at 0°C during 3 h. The excess of hydride was 
quenched with acetone, and the solvent was evaporated. A suspension of the resulting boronic acid 
(or any other boronic acid), 5-bromo-2-nitroaniline (2) (697 mg, 3.21 mmol) (scheme 1, Example 1) 
POT (305 mg, 1.00 mmol), Pd(PPh 3 U (241 mg, 0.209 mmol) and K 2 C0 3 (1.33 g, 9.63 mmol) in DME 
(12 ml) and water (4 ml) was stirred during 16 h at 80°C. The solvent was evaporated; ethyl acetate 
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was added and washed with saturated solution of NaCI. The organic layer was dried over MgS0 4l 
filtered and concentrated. After purification by flash chromatography on silica gel (eluent 40% EtOAc 
in Hexanes), 605 mg (75%) of compound 90 was obtained as a orange oil. l H NMR: (400 MHz, 
DMSO) 5 (ppm): 7.98 (d, J = 9.0 Hz, 1H), 7.52 (d, J = 5.3 Hz, 1H), 7.44 (s, 2H), 7.15 (d, J = 5.3 Hz, 
1H), 7.02 (d, J = 1.8 Hz, 1H), 6.73 (dd, J = 9.0, 2.0 Hz, 1H), 5.72 (t, J = 5.4 Hz, 1H), 4.70 (d, J = ' 
5.5 Hz, 2H). 

Step 2. 5-(2-((tert-butyldimethylsily!oxyjmethyl)thiophen-3-ylJ-2-nitroben 2 enamine (91) 
[0333] A solution of 90 (600 mg, 2.39 mmol), imidazole (245 mg, 3.60 mmol) and TBDMSCI 
(543 mg, 3.60 mmol) in DMF (20 ml) was stirred at room temperature during 16 h. The solvent was 
evaporated, ethyl acetate was added and washed with saturated solution of NaCI. The organic layer 
was dried over MgS0 4 , filtered and concentrated. The residue was purified by flash chromatography 
(eluent 5-10% EtOAc in hexanes) to afford 674 mg (77%) of compound 91 as a yellow oil. 'H NMR: 
(400 MHz, DMSO) 5 (ppm): 7.97 (d. J = 8.8 Hz, 1H), 7.53 (d, J = 5.1 Hz, 1H), 7.45 (s, 2H), 7.15 (d, 
J = 5.3 Hz, 1H), 6.98 (d, J = 1.8 Hz, 1H), 6.70 (dd, J = 8.8, 2.0 Hz, 1H), 4.91 (s, 2H), 0.89 (s, 9H), 
0.07 (s, 6H). 

Step 3. 5 N-(5-(2-({tert-Butyldimethy!silyloxy)methyl)thiophen-3-yl)-2-nitrophenyl)-4- 
methoxybenzamide (92) 

[0334] A solution of 91 (636 mg, 1 . 74 mmol) and 4-methoxybenzoyl chloride (446 mg, 2.62 
mmol) in pyridine (10 ml) was stirred at room temperature during 16 h. The solvent was evaporated, 
ethyl acetate was added and washed with a saturated solution of NH 4 CI and then with a saturated 
solution NaCI. The organic layer was dried over MgS0 4 , filtered and concentrated. After purification 
by flash chromatography on silica gel (eluent 5-10% EtOAc in Hexanes), 804 mg (93%) of compound 
92 was obtained as a yellow oil. l H NMR: (400 MHz, DMSO) 8 (ppm): 10.64 (s, 1H), 8.05 (d, J = 8.6 
Hz, 1H), 7.95-7.93 (m, 3H), 7.59 (d, J = 5.3 Hz, 1H), 7.46 (dd, J = 8.6, 2.0 Hz, 1H), 7.28 (d, J = 
5.3 Hz, 1H), 7.10 (dt, J = 9.0, 2.2 Hz, 2H), 4.95 (s, 2H), 3.85 (s, 3H), 0.88 (s, 9H), 0.09 (s, 6H). 

Step 4. N-{2-Amino-5-(2-((tert-butyldimethylsilyloxy)methyl)thiophen-3-yl)phenyl)-4- 
methoxybenzamide (93) and N-{2-amino-5-(2-|hydroxymethyl)thiophen-3-yl)phenyl)-4. 
methoxybenzamide (94) 
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[0335] A suspension of 92 (800 mg, 1.60 mmol), SnCI 2 2H 2 0 (2.17 g, 9.63 mmol) and NH 4 0Ac 
(1.23 g, 16.0 mmol) in a 1:1:1 mixture of MeOH/THF/water was stirred at room temperature during 
16 h. Tin salts were filtered out and rinsed with EtOAc. The solvent was evaporated, ethyl acetate 
was added and washed with a saturated solution of NaHC0 3 and then with a saturated solution NaCI. 
The organic layer was dried OVER MgS0 4l filtered and concentrated. After purification by flash 
chromatography on silica gel (eluent 0.5-5% MeOH in DCM), 200 mg (27%) of compound 93 was 
obtained as a beige powder and 92 mg (16%) of compound 94 was obtained as a beige powder. 
[0336] Compound 93: 'H NMR: (DMSO) 8 (ppm): 9.54 (s, 1H), 7.96 (d, J = 8.8 Hz, 2H), 7.43 (d, 
J = 5.1 Hz, 1H), 7.28 (d, J = 1.8 Hz, 1H), 7.09-7.02 (m, 4H), 6.81 (d, J = 8.2 Hz, 1H), 5.05 (s, 2H), 
4.82 (s, 2H), 3.83 (s, 3H), 0.87 (s, 9H), 0.06 (s, 6H). MS: (calc.) 468.2; (obt.) 491.2 (M+Na) + . 
[0337] Compound 94: *H NMR: (DMSO) 8 (ppm): 9.57 (s, 1H), 7.96 (d, J = 8.8 Hz, 2H), 7.40 (d, 
J = 5.1 Hz, 1H), 7.23 (d, J = 1.8 Hz, 1H), 7.09-7.02 (m, 4H), 6.81 (d, J = 8.0 Hz, 1H), 5.51 (t, J = 
5.4 Hz, 1H), 5.01 (s, 2H), 4.64 (d, J = 5.3 Hz, 2H), 3.83 (s, 3H). MS: (calc.) 354.1; (obt.) 354.1 
(M+Na) + . 
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N-(2-Amino-5-(4-((tert-butyldimethylsj|yloxy)methyl)phenyl)phenyl)-4-((3,4- 
dimethoxyphenylamino)methyl)benzamide (99) and 
Example 21-1 




N-(2-amino-5-{4-(hydroxymethyl)phenyl)phenyl)-4-((3,4- 
dimethoxyphenylamino)methyl)benzamide (100) 
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Scheme 18 




•OTBDMS 



Steps 1 and 2. 2-Nitro--5-((4-{tert-butyldimethylsilyloxy)methyl)phenyl)aniline (97) 
[0338] The compound 97 was obtained following the same procedure as for the Examples 19 
and 20, steps 1 and 2 (scheme 17) in 78% yield. *H NMR: (400 MHz, DMSO) 5 (ppm): 8.01 (d f J = 
9.0 Hz, 1H), 7.61 (d, J = 8.2 Hz, 2H), 7.46 (s, 2H), 7.41 (d, J = 8.0 Hz, 2H), 7.27 (d, J = 2.0 Hz, 
1H), 6.91 <dd, J = 9.0, 2.0 Hz, 1H), 0.92 (s, 9H), 0.11 (s, 6H). 

Step 3. N-(2-nitro-5-(4-((tert-butyldimethylsilyloxy)methyl)phenyl)phenyl^ 
dimethoxyphenylamino)methyl)benzamide (98) 

[0339] The compound 98 was obtained following the same procedure as in the Example 1, step 
3 (scheme 1) in 28% yield. *H NMR: (DMSO) 8 (ppm): 10.77 (s, 1H), 8.14 (d, J = 2.0 Hz, 1H), 8.09 
(d, J = 8.6 Hz, 2H), 7.91 (d, J = 8.4 Hz, 2H), 7.72 (d t J = 8.2 Hz, 2H), 7.68 (dd, J = 8.6, 2.2 Hz, 
1H), 7.53 (d, J = 8.4 Hz, 2H), 7.45 (d, J = 8.4 Hz, 2H), 6.65 (d, J = 8.6 Hz, 2H), 5.99-5.97 (m, 2H), 
4.78 (s, 2H), 4.32 (d, J = 6.3 Hz, 2H), 3.66 (s, 3H), 3.59 (s f 3H), 0.93 (s, 9H), 0.11 (s, 6H). 

Step 4. N-(2-amino-5-(4-((tert-butyldim^ 

dimethoxyphenylamino)methyl)benzamide (99) and N-(2-amino-5-(4- 
(hydroxymethyl)phenyl)phenyl)-4-((3,4-dimethoxyphenylamino)methyl)benzamide (100) 
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[0340] The compounds 99 and 100 were obtained following the same procedure as in 
Examples 1 9 and 20, step 4 (scheme 1 7). 

[0341] Compound 99: 'H NMR: (DMSO) 8 (ppm): 9.66 (s, 1H), 7.93 (d, J = 8.0 Hz, 2H), 7.52- 
7.46 (m, 5H), 7.31-7.29 (m, 3H), 6.84 (d, J = 7.6 Hz, 1H), 6.64 (d, J = 8.6 Hz, 1H), 6.32 (s, 1H), 
6.00-5.98 (m, 2H), 5.06 (s, 2H), 4.70 (s, 2H), 4.30 (d, J = 5.9 Hz, 2H), 3.66 (s, 3H), 3.59 (s, 3H), 
0.91 (s, 9H), 0.10 (s, 6H). MS: (calc.) 597.2 (obt.) 598.5 (MH) + . 

[0342] Compound 100: ! H NMR: (DMSO) 5 (ppm): 9.67 (s, 1H), 7.93 (d, J = 7.8 Hz, 2H), 7.50- 
7.46 (m, 5H), 7.31-7.29 (m, 3H), 6.84 (d, J = 8.0 Hz, 1H), 6.64 (d, J = 8.4 Hz, 1H), 6.32 (d, J = 2.0 
Hz, 1H), 6.00-5.98 (m, 2H), 5.15 ft, J = 5.5 Hz, 1H), 5.06 (s, 2H), 4.49 (d, J = 5.7 Hz, 2H), 4.31 (d, 
J = 5.9 Hz, 2H), 3.66 (s, 3H), 3.59 (s, 3H). MS: (calc.) 483.2; (obt.) 484.4 (MH) + . 



l-(2-Amino-5-(4-methoxycarbonylphenyl)phenyl)-4-methoxybenzamide(104)and 



Examples 22 



o 




Example 23 




N-(2-Amino-5-(4-carboxyphenyl)phenyl)-4-methoxybenzamide (105) 
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Scheme 19 
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105: Example 23 



Step 1. 2-.Nitro-5-{4-methoxycarbonylphenyl)aniline (102) 

[0343] The compound 102 was obtained following the same procedure as in Example 19 and 
20, step 1 (scheme 17) but substituting the boronic acid 89 for the boronic acid 101 in 70% yield. 
l H NMR: (400 MHz, DMSO) 5 (ppm): 8.07-8.04 (m, 3H), 7.78 (d, J = 8.2 Hz, 2H), 7.50 (s, 2H), 7.34 
(d, J = 2.0 Hz, 1H), 6.96 (dd, J = 9.0, 2.2 Hz, 1H), 3.88 (s, 3H). 

Step 2. N-(2-Nitro~5-(4-meto^ {103) 
[0344] A suspension of 102 (599 mg f 2.20 mmol), NaH 60% (141 mg, 3.52 mmol) and 4- 
methoxybenzoyl chloride (450 mg, 2.64 mmol) in pyridine (5 ml) and DMF (12 ml) was stirred at 
room temperature during 48 h. The solid was filtered out and rinsed with MeOH to give 584 mg 
(82%) of the title compound 103 as a yellow solid. >H NMR: (400 MHz, DMSO) 5 (ppm): 10.72 (s, 
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1H), 8.13-8.08 (m, 3H), 7.96 (d, J = 8.8 Hz, 2H), 7.90 (d, J = 8.6 Hz, 2H), 7.74 (dd, J = 8.6, 2.2 
Hz, 1H), 7.11 (d, J = 8.8 Hz, 1H), 3.89 (s, 3H), 3.86 (s, 3H). 

Step 3. N-(2-Amino-5-(4-methoxycarbonylphenyl)phenyl)-4-methoxybenzamide (104) 
[0345] The compound 104 was obtained following the same procedure as in Example 19 and 
20, step 4 (scheme 17) in 10% yield. ! H NMR: (DMSO) 5 (ppm): 9.61 (s, 1H), 7.98 (d, J = 8.8, Hz, 
2H), 7.95 (d, J = 8.4 Hz, 2H), 7.71, (d, J = 8.4 Hz, 2H), 7.60 (d, J = 2.2 Hz, 1H), 7.43 (dd, J = 8.4, 
2.2 Hz, 1H), 7.04 (d, J = 8.8 Hz, 2H), 6.86 (d, J = 8.4 Hz, 1H), 5.27 (sb, 2H), 3.85 (s, 3H), 3.84 
(s, 3H). MS: (calc.) 376.1; (obt.) 377.1 (MH) + . 

Step 4. N-(2-Amino-5-(4-carboxyphenyl)phenyl)-4-methoxybenzamide (105) 
[0346] A solution of 104 (44 mg, 0.117) and NaOH 1M (0.24 ml, 0.24 mmol) in THF (1 ml) and 
water (1 ml) was stirred 48 h at 40°C. HCI 1M was added and the precipitate was filtered out. The 
solid was further purified by flash chromatography (eluent 3-5% MeOH in DCM), to give the compound 
105 (34 mg, 80% yield). ! H NMR: (DMSO) 8 (ppm): 9.61 (s, 1H), 7.98 (d, J = 8.6 Hz, 2H), 7.93 (d, J 
= 8.2 Hz, 2H), 7.66 (d, J = 8.2 Hz, 2H), 7.58 (d, J = 2.0 Hz, 1H), 7.40 (dd, J = 8.2, 2.0 Hz, 1H), 
7.04 (d, J = 8.8 Hz, 2H), 6.86 (d, J = 8.4 Hz, 1H), 5.23 (s, 2H), 3.84 (s, 3H). MS: (calc.) 362.1; 
(obt.) 363.1 (MH)\ 
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Scheme 20 
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109: Example 26 



Step 1. Methyl 4-amino-3-[4-methoxybenzamido)benzoate (107) 
[0347] A solution of 4-methoxybenzoyl chloride (1.03 g, 6.02 mmol) in CH 3 CN (6 ml) was added 
drop wise to a solution of methyl 3,4-diaminobenzoate (106) (1.00 g, 6.02 mmol) and pyridine (0.49 
ml, 6.02 mmol) in CH 3 CN (25 ml) at 0°C. The reaction mixture was stirred for 3 h at 0°C and the 
solvent was evaporated. Ethyl acetate was added and the organic layer was washed successively 
with saturated solutions of NH 4 CI, NaHC0 3 and NaCI, dried over MgS0 4 , filtered and concentrated. 
After purification by flash chromatography on silica gel (eluent 1-3% MeOH in DCM), 1.03 g (56%) of 
compound 107 was obtained as a off white solid. l H NMR: (DMSO) 5 (ppm): 9.51 (s, 1H), 7.96 (d, J 
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= 8.8 Hz, 2H), 7.75 (d, J = 2.0 Hz, 1H), 7.56 (dd, J = 8.4, 2.0 Hz, 1H), 7.03 (d, J = 9.0 Hz, 2H), 
6.75 (d, J = 8.4 Hz, 1H), 5.80 (s, 2H), 3.83 (s, 3H), 3.75 (s, 3H). MS: (calc.) 300.1; (obt.) 301.1 
(MH) + . 



Step 1. 4-Amino-3-(4-methoxybenzamido)benzoic acid (108) 

[0348] A suspension of 107 (400 mg, 1.33 mmol) and 1M NaOH (2.7 ml, 2.66 mmol) in 1:1 
THF:MeOH (6 ml) was heated at 50°C for 16 h. HCI 1M was added to reach pH = 4 and the solid wa 
filtered to give 370 mg (97%) of compound 108 as a white solid. ! H NMR: (DMSO) 8 (ppm): 9.52 (s, 
1H), 7.96 (d, J = 8.8 Hz, 2H), 7.71 (d, J = 2.0 Hz, 1H), 7.54 (dd, J = 8.4, 2.0 Hz, 1H), 7.02 (d, J = 
9.0 Hz, 2H), 6.74 (d, J = 8.4 Hz, 1H), 5.69 (s, 2H), 3.83 (s, 3H). MS: (calc.) 361.1; (obt.) 362.3 
(MH) + . 



Step 1. N-(2-amino-5-carbamoylphenyl)-4-methoxybenzamide (109) 
[0349] A solution of 108 (200 mg, 0.70 mmol), NH 4 CI (74 mg, 1.40 mmol), HOBT-hydrate (104 
mg, 0.77 mmol), EDC (119 mg, 0.77 mmol) and Et 3 N (0.29 ml, 2.1 mmol) in DMF (3 ml) was stirred 
for 16 h at room temperature. The solvent was evaporated, ethyl acetate was added and the organic 
layer was washed successively with saturated solutions of NH 4 CI, NaHC0 3 and NaCI, dried over 
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4-Amino-3-(4-methoxybenzamido)benzoic acid (108) 
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NH 2 

N-(2-amino-5-carbamoylphenyl)-4-methoxybenzamide(109) 
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MgS0 4 , filtered and concentrated. The crude product was triturated in ethyl acetate and filtered to 
give the title compound 109 (60 mg, 30%). <H NMR: (DMSO) 5 (ppm): 9.57 (s, 1H), 7.96 (d, J = 8.8 
Hz, 2H), 7.67 (d, J = 2.2 Hz, 1H), 7.59 (sb, 1H), 7.52 (dd, J = 8.2, 2.0 Hz, 1H), 7.02 (d, J 1 8.8 Hz 
2H), 6.90 (sb, 1H), 6.72 (d, J = 8.4 Hz, 1H), 5.41 (s, 2H), 3.83 (s, 3H). MS: (calc.) 285.1; (obt ) 
286.1 (MH)\ 

Examp le 27 

H 2 N 

p w 

N-(2-amino-5-phenylcarbamoylphenyl)-4-methoxybenzamide (112) 

Step 1. 4-{tert-Butoxycarbonyl)-3-(4-methoxybenzamido)benzoic acid (110) 
[0350] A solution of 108 (700 mg, 2.45 mmol), Boc 2 0 (801 mg, 3.67 mmol) and Et 3 N (0.51 ml, 
3.67 mmol) in 2:1 dioxane : water (15 ml) was stirred for 16 h at room temperature. The solvent was 
concentrated and HCI 1 M was added to reach a pH = 5. The precipitate was filtered to give 736 mg 
(78%) of the title compound 110 as a beige solid. X W NMR: (DMSO) 5 (ppm): 9.81 (s, 1H), 8.87 (s, 
1H), 8.02 (d, J = 1.6 Hz, 1H), 7.95 (dt, J = 9.0, 2.2 Hz, 2H), 7.75-7.74 (m, 2H), 7.07 (dt, J = 9.0 
2.2 Hz, 2H), 3.84 (s,3H), 1.46 (s,9H). 

Step 2. tert-Butyl 2-(4-methoxyben2amido)-4-{phenylcarbamoyl)phenylcarbamate (111) 
[0351] A solution of 110 (373 mg, 0.965 mmol), aniline (0.1 1 ml, 1.16 mmol), BOP (640 mg, 
1.45 mmol) and Et 3 N (0.40 ml, 1.45 mmol) in DMF (3 ml) was stirred during 16 h at room 
temperature. The solvent was evaporated, ethyl acetate was added and the organic layer was 
washed with saturated solutions of NH 4 CI, NaHC0 3 and NaCI, dried over MgS0 4 , filtered and 
concentrated. After purification by flash chromatography on silica gel (eluent 3040% AcOEt in 
hexane), 352 mg (79%) of compound 111 was obtained as a white solid. l H NMR: (DMSO) 5 (ppm): 
10.17 (s, 1H), 9.86 (s, 1H), 8.83 (s, 1H), 7.97 (dt, J = 9.0, 2.2 Hz, 2H), 7.84-7.73 (m, 4H), 7.35- 
7.31 (m, 2H), 7.10-7.05 (m, 3H), 3.85 (s, 3H), 1.47 (s, 9H). 
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Step 3. N-(2-amino-5-phenylcarbamoylphenyl)-4-methoxybenzamide (112) 
[0352] A solution of 1 1 1 (343 mg, 0.743 mmol) and TFA (0.5 ml) in DCM (3 ml) was stirred for 
16 h at room temperature. The solvent was evaporated and the solid was purified by flash 
chromatography (eluent 2-3% MeOH / DCM) to afford the title compound 112 as an off-white solid 
(230 mg, 86% yield). *H NMR: (DMSO) 5 (ppm): 9.83 (s, 1H), 9.62 (s, 1H), 7.99 (d, J = 8.8 Hz, 2H), 
7.82 (d, J = 2.0 Hz, 1H), 7.73 (dd, J = 8.8, 1.2 Hz, 2H), 7.67 (dd, J = 8.4, 2.2 Hz, 1H), 7.31-7.27 
(m, 2H), 7.05-7.01 (m, 3H), 6.80 (d, J = 8.4 Hz, 1H), 3.84 (s, 3H). MS: (calc.) 361.1; (obt.) 362.1 
(MH) + . 



Example 28 




N-(2-amino-5-bromo-phenyl)-4-methoxy-benzamide (114) 
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Scheme 21 
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117: Example 31 



CI 

115: Example 29 



Steps 1 and 2. N-(2-Amino-5-bromo-phenyl)-4-methoxy-benzamide (114) 
[0353] In a flame dried, round bottom flask, 5-bromo-2-nitro-aniline (2) (10.66 g, 49.09 mmol), 
(scheme 1 , Example 1), and 4-methoxybenzoyl chloride (8.37 g, 49.09 mmol) were added. The 
mixture was heated to 90°C. The melted solids were stirred overnight to give a yellow-brown solid. 
THF (250 mL) was then added and the solution was treated with SnCI 2 2H 2 0 (55.38 g, 245.45 mmol, 
5.0 eq) and stirred at room temperature for 2 hrs. Approx. half of the THF was evaporated then 20o' 
mL of EtOAc and 100 mL sat. NaHC0 3 were added. The precipitated tin salt was taken out by 
filtration and a work-up was done on the filtrate with EtOAc. The combined organic layers were 
washed with water and brine and dried over MgS0 4 . Most of the EtOAc was evaporated then hexane 
was added and the precipitate was collected by filtration to give the title compound 114 as a beige 
powder (13.40 g, 85% yield). 'H NMR (DMSO-d 6 ) 8(ppm): 9.52 (s, 1H), 7.93 (d, J=9.0 Hz, 2H), 7.34 
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(d, J=2.3 Hz, 1H), 7.08 (dd, J=8.6, 2.3 Hz, 1H), 7.02 (d, J=9.0 Hz, 2H), 6.71 (d, J=8.6 Hz, 1H), 
5.10 (s, 2H),3.82 (s, 3H). 



N-(2-amino-5-(3-chloro-4-fIuorophenyl)phenyl)-4-methoxybenzamide (115) 

Step 1. N-(2-Amino-5-(3-chloro-4-fluorophenyl)phenyl)-4-methoxybenzamide (115) 
[0354] The compound 115 was obtained following the same Suzuki coupling procedure as in 
Examples 19 and 20 step 1 (schemel7) in 84% yield. ! H NMR: (DMSO) 8 (ppm): 9.59 (s, 1H), 7.97 
(d, J = 8.8 Hz, 2H), 7.71 (dd, J = 7.2, 2.3 Hz, 1H), 7.56-7.52 (m, 1H), 7.51 (d, J = 2.2 Hz, 1H), 
7.40 (t, J= 9.0 1H), 7.33 (dd, J = 8.2, 2.3, 1H), 7.04 (d, J = 9.0 Hz, 2H), 6.84 (d, J = 8.4 Hz, 1H), 
5.16 (sb, 2H), 3.84 (s, 3H). MS: (calc.) 370.1; (obt.) 371.1 (MH) + . 



N-[2-Amino-5-(4,4,5,5-tetramethyl-[l,3,2]dioxabo (116) 

Step 1. N-[2-Amino-5-(4,4,5,5-tetram 
benzamide (116) 

[0355] In a 75 mL pressure vessel, N-(2-amino-5-bromo-phenyl)4-methoxy-benzamide (114) 
(2.95 g, 9.19 mmol.), bis(pinacolato)diboron (2.80 g, 11.03 mmol) and THF (25 mL) were added. 
Air was then removed by vacuum and then the vessel was purged with nitrogen. Pd(P(t-Bu) 3 )2 (0.070 
g, 0.14 mmol), Pd 2 (dba) 3 (0.063 g, 0.07 mmol) and KF (1.76 g, 30.34 mmol, 3.3 eq.) were then 
added and the air was removed after each addition. The pressure vessel was sealed and the mixture 
was stirred at 50 °C for a week. The two palladium catalysts were added again after 2 and 4 days. 
After completion of the reaction, the mixture was extracted with EtOAc. The combined organic layers 
were rinsed with water and brine and concentrated. The obtained oil was then purified by column 
chromatography on silica gel with EtOAc / hexane (50:50) to give the title compound 1 16 as a pale 
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yellow solid (1.53 g, 45%). >H NMR (DMSO-d 6 ) 5 (ppm): 9.47 (s, 1H), 7.95 (d, J=8.8 Hz, 2H), 7.41 (d 
J-1.4 Hz, 1H), 7.24 (dd, J=7.8, 1.4 Hz, 1H), 7.01 (d, j=8.8 Hz, 2H), 6.70 (d, j=7.8 Hz, 1H) 5 31 ' 
(s, 2H), 3.82 (s,3H), 1.25 (s,12H). 

Example 31 




N-t^-AcetyM-amino-biphenyl-S-ylH-methoxy-benzamidedl?) 
Step 1. N-l^-AcetyM-amino-biphenyl-a-ylJ^-methoxy-benzamide (117) 
[0356] In a pressure vessel, N-[2-Amino-5-(4,4,5,5-tetramethyl-[l ,3,2]dioxaborolan-2-ylH)henyl]4- 
methoxy-benzamide (116) (170 mg, 0.462 mmol), l-(4-bromophenyl)ethanone (184 mg, 0.923 
mmol), (or any aryl bromide from the tables below), DME (4.6 mL per mmol of 116) and H 2 0 (2.15 
mL per mmol of 1 16) were added. Air was then removed by vacuum and then the vessel was purged 
with nitrogen. Pd(PPh 3 ) 4 (27mg, 0.023 mmol, 0.05 eq.) and Na 2 C0 3 (147 mg, 1.38 mmol, 3.0 eq.) 
were then added and oxygen was removed after each addition. The pressure vessel was sealed and 
the mixture was stirred at 75 °C overnight. The mixture was cooled at room temp., water was added 
and the mixture was extracted with EtOAc. The combined organic layers were rinsed with brine, dried 
over MgS0 4 and concentrated to give 42 mg (25%) of the title compound 117. ^ NMR (DIVISOR) 
5(ppm): 9.61 (s, 1H), 7.96 (dd, j=12.8, 8.8 Hz, 4H), 7.70 (d, J=8.8 Hz, 2H), 7.60 (d, J=2.1 Hz, 1H), 
7.42 (dd, J=8.4, 2.3 Hz, 1H), 7.04 (d, J=8.8 Hz, 2H), 6.86 (d, J=8.2 Hz, 1H), 5.26 (s, 2H), 3.84 (s, ' 
3H), 2.58 (s, 3H). MS (m/z): 360.41 (calc) 361.1 (MH+) (found). 

Table 3a 
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Commercially 
available aryl 


Example 


Cmpd 
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117bb 




N 


31nn 
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Non-commercial 
ary! bromide 


Examp 
e 


Cmpd 


Synthetic procedure 


B»V^s OH 
w Me 


31ww 


117ww 


Br V S \ P LiAIH4 Bf N-S v OMe 

l-(5-Bromothiophen-2-yl)ethanol 

A suspension of lithium aluminum hydride (364 mg, 9.76 mmol) in 

diethyl ether (40 mU was cooled down to -78°C under N 2 and a solution 

of 2-acetyl-5-bromothiophene (l.OOg, 4.88 mmol) was slowly 

transferred via canula into the stirring suspension. The mixture was 

stirred for 2h at -78°C and quenched with caution with a 5% HCI 

solution. The grey mixture was allowed to warm to rt and stirred for 

additional 16h. The supernatant was decanted and concentrated in 

vacuo. The remaining white aluminum aqueous layer was extracted 

twice with EtOAc. The extracts were combined with the residue 

produced after evaporation of thp <;iinpmatant anH umm u „ r i, a j „,:«, 
r m.vwi \.fu|/uiuuun ui uic oufjciiiaidiii emu were wasneo with 

H 2 0, brine, dried over MgS0 4 , filtered and concentrated again in vacuo 

affording the title H5-bromothiophen-2-yl)ethanol (870 mg, 87% yield) 

H NMR: (400 MHz, DMSO-d 6 ) 5 (ppm): 7.00 (d, J=3.7 Hz 1H) 

6.72 (dd, J=3.7, 1.0 Hz, 1H), 5.66 (d, J=4.9 Hz, 1H), 4.85 (quintd! 

J-6.1, 1.2 Hz, 1H). 

LRMS (m/z): 188.9 (M-H 2 0). 


^ NMe 2 


31xx 


117xx 

1 

r 

( 
I 


Br V s v HNMe 2 Br v-s Q _ 

U>-so 2 ci 2 - Xy<?° 

^ NMe 2 

5-Bromothiophene-2-(W,flf-d»methyl)sulfonamide 

A round-bottom flask was charged with 5-bromothiophene-2- 
sulfonylchloride (1.00 g, 3.82 mmol) and a 2M solution of N,N- 
dimethylamine (6 mL, 11.46 mmol) in THF was added. The mixture was 
stirred for lh and the solvent was removed in vacuo. The residue was 
jartitioned between EtOAc and H 2 0. The organic layer was washed with 
4 2 0, brine, dried over MgS0 4 , filtered and concentrated. The resulting 
:olorless liquid was purified by flash chromatography on silica gel using 
:t0Ac/hexanes as an eluent with increasing polarity (10:90 to 20:80) 
affording the title 5-bromothiophene-2-(N,N<Jimethyl)sulfonamide (340 
Tig, 33% yield). 

H NMR: {400 MHz, CDCfe) 8 (ppm): 7.30 (d, J=4.0 Hz, 1H), 7.13 
d,J=4.0Hz, lH),2.78(s,6H). 
-RMS: (m/z): 270.0/272.0 (M/M+2) + . 
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4-((3,4-Dimethoxyphenylamino^ (122) 

Scheme 22 



1.(Ph0) 2 P(0)N 3 ,DIPEA N0 2 V)> 

H0 2 C^k t-BuOH BocHN^xL W 



BocHNL 



' " J NaH.THF 



V 



F 

119 120 



g 2 N 



MeO-\ /)-NH ^ O 



XX 



MeO 4 
NaH, BOP, pyridine 



Me °Y^V N ^^^ 2. SnCl 2 , NH 4 OAc, H 2 0, MeOH, THF 




121: 

122 (R = 2-thienyl): Example 32 R = 2-thienyl, n-propyi 



123 (R = n-propyi): Example 33 

Step 1. tert-Butyl 5-fluoro-2-nitrophenylcarbamate (119) 

[0357] A flame-dried pressure vessel was charged with 5-fluoro-2-nitrobenzoic acid 118 (5.00g, 
27.0 mmol) and dry tbutyl alcohol (50 mL). To this solution were successively added /V,/V-di- 
isopropyWV-ethylamine (5 mL) and diphenylphosphorylazide (6.42 mL, 29.7 mmol). The vessel was 
closed with teflon cap and the mixture was heated at 90°C for 2h. It was then allowed to cool to r.t. 
over 16 h . The solvent was removed in vacuo and the residue was partitioned between EtOAc and 
H 2 0. The aqueous layer was extracted with fresh EtOAc and the combined organic layers were 
washed with HCI IN, sat. NaHC0 3 , brine, dried over MgS0 4 , filtered and concentrated. The resulting 
yellow oil was purified by flash chromatography on silica gel using EtOAc/hexanes (10:90) as an 
eluent, affording the title compound 119 (6.03g, 87% yield) as light yellow crystals. LRMS: (m/z): 
279.3 (M+Na + ). 

Step 2. tert-Butyl 2-nitro-5-(thiophen-2-ylthio) phenylcarbamate (120) 
[0358] A pressure vessel was charged with thiophene-2-thiol (236 mg, 2.03 mmol) and THF (4 
mL). To this solution were successively added sodium hydride (60% suspension in mineral oil) (86 
mg, 2.15 mmol) and compound 119 (500 mg, 1.95 mmol). The vessel was closed with teflon cap 
and the mixture heated to 90°C for 2h. It was allowed to cool to r.t.; and the reaction was quenched 
with H 2 0, followed by THF removal in vacuo. The residue was partitioned between EtOAc and H 2 0. 
The aqueous layer was extracted with fresh EtOAc and the combined organic layers were washed 
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with HCI IN, sat. NaHC0 3 , brine, dried over MgS0 4 , filtered and concentrated. The residue was 
allowed to crystallize from a mixture of EtOAc/hexane over 72 hours, affording the title compound 
120 (610 mg, 88% yield). l H NMR: (400 MHz, Acetone-d 6 ) 8 (ppm): 9.67 (s, 1H), 8.32 (d, J=2.2 Hz, 
1H), 8.13 (d, J=8.8 Hz, 1H), 7.90 (dd, J=5.3, 1.2 Hz, 1H), 7.50 (dd, J=3.5, 1.2 Hz, 1H), 7.28 (dd, 
J=5.3, 3.5 Hz, 1H), 6.81 (dd, J=8.8, 2.0 Hz, 1H), 1.53 (s, 9H). 
LRMS: (m/z): 275.2 (M+Na + ). 

Step 3. 2-Nitro-5-(thiophen-2-ylthio) aniline (121, R = 2-thienyl) 
[0359] Following the same procedure as in Example 27, step 3 (scheme 20) substituting 
compound 111 for compound 120 (550 mg, 1.56 mmol), the title compound 121 was obtained 
(271 mg, 69% yield). J H NMR: (400 MHz, acetone-d 6 ) 5 (ppm): 7.97 (d, J=9.0 Hz, 1H), 7.87 (dd, 
J=5.3, 1.2 Hz, 1H), 7.44 (dd, J=3.5, 1.2 Hz, 1H), 7.25 (dd, J=5.5, 3.7 Hz, 1H), 7.11 (bs, 2H), 6.66 
(d, J=2.0 Hz, 1H), 6.42 (dd, J=9.0, 2.0 Hz, 1H). LRMS: (m/z): 253.1 (MH + ). 

Steps 4 and 5. 4-((3 ( 4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-(thiophen-2- 
ylthio)phenyl)benzamide (122) 

[0360] Following the same procedures as in Example 21 , steps 3 and 4 (scheme 18) but 
substituting compound 97 for compound 121 the title compound 122 was obtained in 6% yield 
(over 2 steps). 'H NMR: (400 MHz, DMSO-d 6 ) 8 (ppm): 9.57 (s, 1H), 7.87 (d, J=8.4 Hz, 2H), 7.57 
(dd, J=5.3, 1.2 Hz, 1H), 7.44 (d, J=8.4 Hz, 2H), 7.27 (d, J=2.0 Hz, 1H), 7.19 (dd, J=3.5, 1.2 Hz, 
1H), 7.05 (dd, J=8.2, 2.2 Hz, 1H), 7.01 (dd, J=5.3, 3.5 Hz, 1H), 6.72 (d, J=8.2 Hz, 1H), 6.63 (d, 
J=8.6 Hz, 1H), 6.30 (d, J=2.5 Hz, 1H), 5.97 (dd, J=8.4, 2.5 Hz, 1H), 5.96 (d, J=6.5 Hz, 1H), 5.20 
(s, 2H), 4.28 (d, J=6.3 Hz, 2H), 3.65 (s, 3H), 3.58 (s, 3H). LRMS: (m/z): 492.5 (MH + ). 



4-{(3,4-Dimethoxyphenylamino)methyl)-N-{2-amino-5-(propylthio)phenyl)benzamide (123): 
[0361] Following the same procedures as in Example 21, steps 3 and 4 (scheme 18) but 
substituting compound 97 for the commercially available 2-nitro-5-(propylthio)aniline (121, R = n- 
propyl) (222 mg, 1.04 mmol), afforded the title compound (123) as a light yellow oil (102 mg, 22% 
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yield for 2 steps). >H NMR: (400 MHz, DMSOd 6 ) 6 (ppm): 9.57 (s, 1H), 7.89 (d, J=8.2 Hz, 2H), 7.45 
(d, J=8.0 Hz, 2H), 7.23 (d, J=0.4 Hz, 1H), 7.01 (dd, J=8.4, 2.2 Hz, 1H), 6.71 (d, J=8.4 Hz, 1H), 
6.63 (d, J=8.6 Hz, 1H), 6.31 (d, J=2.3 Hz, 1H), 5.98 (dd, J=8.2, 2.5 Hz, 1H), 5.97 (d, J=5.9 Hz, 
1H), 5.04 (s, 2H), 4.29 (d, J=5.9 Hz, 2H), 3.65 (s, 3H), 3.58 (s, 3H), 2.71 (t, J=7.0 Hz, 2H), 1.50 
(sext, J=7.0 Hz, 2H), 0.93 (t, J=7.2Hz, 3H). LRMS: (m/z): 452.5 (MH + ). 

Example 34 



H,N 




as/; 




HN /=x 



\ 

4-((3,4-dimethoxyphenylamino)methyl)-N-(2-arnino-5-(2-phenylethynyl)phenyl)benzamide 

(125) 

Scheme 23 
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y=\ OH 
— NH ^-^ O 
MeO 4 
NaH, BOP, pyridine 



2. SnCI 2t NH 4 OAc, H 2 O f MeOH, THF 



MeO 125: Example 34 Ph 

Step 1. 2-Nitro-5-(2-phenylethynyl)benzenamine (124) 

[0362] A flame-dried flask was charged with the 5-bromo-2-nitroaniline (2, 300 mg, 1 .38 mmol) 
(scheme 1, Example 1), phenylacetylene (155 mg, 1.52 mmol) and ethyl acetate (13.8 mL). The 
solution was degassed under vacuum and put under N 2 atmosphere. Then, 
dichlorobis(triphenylphosphine)palladium (48 mg, 0.069 mmol) and copper iodide (26 mg, 0.138 
mmol) were added. The yellow solution was degassed again (3 cycles), N,N- diisopropylamine 
(231uL, 1.68 mmol) was added and the solution rapidly turned dark. It was degassed twice again 
and allowed to stir under N 2 atmosphere at r.t. over 16h. Then it was passed through celite and the 
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filtrate was successively washed with dilute aqueous ammonia (NH 4 OH), saturated NaHC0 3r saturated 
NH 4 CI, brine , dried over MgS0 4 , filtered and concentrated. The resulting dark solid was purified by 
flash chromatography on silica gel using EtOAc/hexanes as the eluent with increasing polarity (10:90 
to 15:85) affording the title compound 124 (242 mg, 74% yield) as a deep yellow solid. 'H NMR: 
(400 MHz, CD 3 OD) 6(ppm): 8.04 (dd, J=8.8, 0.4 Hz, 1H), 7.54-7.51 (m, 2H), 7.40-7.37 (m, 3H), 
7.11 (dd, J=1.8, 0.4 Hz, 1H), 6.73 (dd, J=8.8, 1.8 Hz, 1H). LRMS: (m/z): 239.3 (MH + ). 

Steps 2 and 3. 4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-(2- 
phenylethynyl)phenyl)benzamide (125) 

[0363] Following the same procedures as in Example 21, steps 3 and 4 (scheme 18) but 
substituting compound 97 for compound 124 (240 mg, 1.01 mmol), compound 125 was 
synthesized (136 mg, 31% yield for 2 steps). ! H NMR: (400 MHz, CD 3 OD) 5 (ppm): 7.93 (d, J=8.4 
Hz, 2H), 7.52 (d, J=8.2 Hz, 2H), 7.44 (dd, J=8.2, 1.8 Hz, 2H), 7.35-7.29 (m, 4H), 7.21 (dd, J=8.2, 
2.0 Hz, 1H), 6.85 (d, J=8.4 Hz, 1H), 6.71 (d, J=8.4 Hz, 1H), 6.36 (d, J=2.7 Hz, 1H), 6.13 (dd, 
J=8.4, 2.5 Hz, 1H), 4.39 (s, 2H), 3.75 (s, 3H), 3.71 (s, 3H). LRMS: (m/z): 478.5 (MH + ). 

Examples 34-1 

H 2 N 




MeO — ^ V-NH o 

Ph 

MeO 

4-{(3,4-dimethoxyphenylamino)methyl)-N-(2-amino-5-styrylphenyl)benzamide(127) 

Examples 35 




IN /=x O— 



\ 

4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-phenethylphenyl)benzamide (128) 

and 
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Example 36 




NH 2 



N-(2-amino-5-phenethyl-phenyl)-4-methyl-benzamide (129) 

Scheme 24 

(HO) 2 B. 



0 2 N 




0 2 N 



Br 



POT, Pd(PPh 3 ) 4 , 
H 2 0, K 2 C0 3 , DME/ 
80°C 



H 2 N 




MeO 
Med 



^ MeO-^^NlT"^^ 

MeO 4 
NaH, BOP, pyridine 



OH 



127: example 34-1 



Ph 



H 2 /Pd/C 



2. SnCI 2 , NH 4 OAc, H 2 O t MeOH, THF 



H 2 N 
MeO 

128: Example 35 



H 2 N 



Ph 



129: Example 36 



Step 1. 2-Nitro-5-styrylbenzenamine (126) 

[0364] Following the same procedure as in Example 1 , step 2 (scheme 1) but substituting 2- 
thiopheneboronic acid for trans-2-phenylvinylboronic acid (245 mg f 1.66 mmol), the title compound 
126 was prepared (230 mg, 69% yield). *H NMR: (400 MHz, acetone-d 6 ) 5 (ppm): 7.89 (d, J=8.8 Hz, 
1H), 7.49 (d, J=7.0 Hz, 2H), 7.27-7.18 (m, 3H), 7.19 (d, J=16.2 Hz, 1H), 7.05 (d, J=15.3 Hz, 1H), 
7.02 (s, 1H), 6.93 (bs, 2H), 6.87 (dd, J=9.0, 1.6 Hz, 1H). LRMS: (m/z): 241.3 (MH + ). 
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Steps 2 and 3. 4-((3,4-dimethoxyphenylamino)methyl)-N-(2-amino-5- 
styrylphenyl)benzamide (127) 

[0365] Following the same procedures as in Example 21, steps 3 and 4 (scheme 18) but 
substituting compound 97 for compound 126 (230 mg, 0.957 mmol), the title compound 127 was 
prepared (159 mg, 35% yield for 2 steps). l H NMR: (400 MHz, Acetone-d 6 ) 8 (ppm): 9.07 (s, 1H), 
8.01 (d, J=8.2 Hz, 2H), 7.55 (d, J=8.2 Hz, 2H), 7.55-7.52 (m, 3H), 7.32 (t, J=7.4 Hz, 2H), 7.28 (dd, 
J=8.2, 2.2 Hz, 1H), 7.19 (t, J=7.2 Hz, 1H), 7.13 (d, J=16.4 Hz, 1H), 7.0 (d, J=16.2 Hz, 1H), 6.89 
(d, J=8.2 Hz, 1H), 6.70 (d, J=8.4 Hz, 1H), 6.41 (d, J=2.7 Hz, 1H), 6.12 (dd, J=8.6, 2.7 Hz, 1H), 
5.33 (bs, 1H), 4.85 (bs, 2H), 4.43 (s, 2H), 3.72 (s, 3H), 3.67 (s, 3H). LRMS: (m/z): 480.5 (MH + ). 

Step 4. 4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-phenethylphenyl)benzamide 
(128) and N-(2-amino-5-phenethylphenyl)-4-methylbenzamide (129) 
[0366] To a degassed solution of compound 127 (100 mg, 0.209 mmol) in a mixture of 
methanol and ethyl acetate (1:1) was added was added a catalytic amount of 10% palladium on 
charcoal and the mixture was put under H 2 atmosphere (latm) and stirred for lh and filtered through 
celite and the filtrate was concentrated in vacuo. The mixture was separated by flash 
chromatography on silica gel using EtOAc/Hexanes with increasing polarity (40:60 to 60:40) as the 
eluent. The least polar compound 129 was isolated as a white solid (31 mg, 31% yield) and the most 
polar compound was further purified by crystallization from a mixture of ethyl acetate and hexanes 
affording compound 128 as light beige crystals (18 mg, 18% yield). 

Compound 128: ! H NMR: (400 MHz, acetone-d 6 ) 8 (ppm): 9.07 (s, 1H), 7.99 (d, J=8.2 Hz, 2H), 7.53 
(d, J=8.6 Hz, 2H), 7.27-7.22 (m, 5H), 7.19-7.14 (m, 1H), 6.87 (dd, J=8.0, 2.0 Hz, 1H), 6.79 (d, 
J=8.0 Hz, 1H), 6.70 (d, J=8.4 Hz, 1H), 6.40 (d, J=2.8 Hz, 1H), 6.11 (dd, J=8.4, 2.5 Hz, 1H), 5.33 
(bs, 1H), 4.51 (bs, 2H), 4.42 (s, 2H), 3.72 (s, 3H), 3.67 (s, 3H). LRMS: (m/z): 482.2 (MH + ). 
Compound 129: *H NMR: (400 MHz, acetone-d 6 ) 8 (ppm): 9.03 (bs, 1H), 7.94 (d, J=8.0 Hz, 2H), 
7.33 (d, J=7.8 Hz, 2H), 7.28-7.23 (m, 5H), 7.18-7.13 (m, 1H), 6.87 (dd, J=8.0, 2.0 Hz, 1H), 6.79 
(d, J=8.2 Hz, 1H), 4.48 (bs, 2H), 2.90-2.86 (m, 2H), 2.83-2.78 (m, 2H), 2.42 (s, 3H). LRMS: (m/z): 
331.1(MH + ). 
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Example 37 

NH 2 H 

4-((6-(2-(Dimethylamino)ethoxy)-5-fluoro-lH-benzo[d]imidazol-2-ylthio)methyl)-N-(2-amino- 

5-(thiophen-2-yl)phenyl)benzamide (131) 

Scheme 25 

130 r |_j ( 

BOP, pyridine, NaH, 2.5 hrs, rt Me ^-^V' 0 YV N V _ / — 

2. SnCI 2 /NH 4 OAc/H 2 )/THF/MeOH H N 

75 ° C ' 1hr 131: Example 37 

3 

[0367] Following the same procedures as in Example 1, steps 3 and 4 (scheme 1) but 
substituting compound 4 for compound 130 (300 mg, 0.559 mmol, described in the Patent 
Application WO 03/024448) the title compound 131 was prepared (7 mg, 3.7% yield over 2 steps). 
l H NMR: (400 MHz, acetone-d 6 ) 8 (ppm): 9.16 (bs, 1H), 7.97 (d, J=8.4 Hz, 2H), 7.62 (d, J=2.9 Hz, 
1H), 7.61 (d, J=8.4 Hz, 2H), 7.32 (dd, J=8.2, 2.2 Hz, 1H), 7.28 (bs, 0.5 H), 7.27 (dd,J=5.1, 1.0 Hz, 
1H), 7.26 (bs, 0.5 H), 7.22 (dd, J=3.5, 1.0 Hz, 1H), 7.21 (bs, 1H), 7.03 (dd, J=5.1, 3.5 Hz, 1H), 
6.89 (d, J=8.2 Hz, 1H), 4.87 (bs, 2H), 4.65 (s, 2H), 4.16 (t, J=5.7 Hz, 2H), 2.73 (t, J=5.9 Hz, 2H), 
2.30 (s, 6H). LRMS: (m/z): 562.3 (MH + ). 

Example 38 

o 






nh9 

4-Acetamido-N-(2-amino-5-(4,4 I 5 ( 5-tetramethyl-l,3,2-dioxaborolan-2-yl)phenyl)benzamid6 

(134) 
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Scheme 26 
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Br 
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o fy ci 

NH 2 Bis(pinacolato)diboron NH 2 M A M A^ 

QM X PdCI 2 (dppf) Me H 

^ dJSc YjLo/ oma^p^ 






X JLJ H N0 2 SnCI 2 ,NH 4 OAc . . 

Me^N^^ H 2 0, MeOH, THF Me \\ 

133 134: Example 38 

Step 1. 5-(4,4,5,5-Tetramethyl-l,3,2-dioxaborolan-2-yl)-2-nitrobenzenamine (132) 
[0368] Title compound 132 was prepared according to the procedure described in J.Org.Chem. 
1995, 60, 7508-7510. The synthesis was performed starting from 2-nitro-5-bromoaniline (2, 300 
mg, 1.38 mmol) (scheme 1, Example 1) and using dioxane as a solvent. Amount of the prepared 
compound 132 was 191 mg (52% yield). l H NMR: (400 MHz, acetone-d 6 ) 6(ppm): 8.02 (d, J=8.6 Hz, 
1H), 7.46 (d, J=1.0 Hz, 1H), 6.99 (s, 2H), 6.97 (dd, J=8.4, 1.2 Hz, 1H), 1.37 (s, 12H). 
Step2.4-Acetylamino-N-[2-nitro-5-(4,4,5,5-tetramethyl-[l,3,2]dioxaborolan-2-yl)-phenyl]- 
benzamide (133) 

[0369] To a solution of compound 132 (18 mg, 0.689 mmol) in pyridine (2.8 mL) was added 4- 
acetamidobenzoyl chloride (150 mg, 0.758 mmol) and 4-(dimethylamino)pyridine (8 mg, 0.07mmol) 
and the mixture was stirred for 16 h. at r.t. Then, it was partitioned between EtOAc and H 2 0, The 
aqueous layer was extracted with fresh EtOAc and the combined organic layers were washed with 
brine, dried over MgS0 4 , filtered and concentrated in vacuo. The resulting crude oil was purified by 
flash chromatography on silica gel using methanol/EtOAc (5:95) as the eluent affording the title 
compound 133 (47mg, 16% yield) as a 1:1 mixture with 4-acetamidobenzoic acid (hydrolyzed 
starting material) . X H NMR: (Acetone-d 6 ) 5(ppm): 10.76 (bs, 1H), 9.52 (bs, 1H), 9.00 (d, J=1.0 Hz, 
1H), 8.20 (d, J=7.2 Hz, 1H), 7.99 (d, J=8.6 Hz, 2H), 7.85 (d, J=8.6 Hz, 2H), 7.64 (dd, J=8.2, 1.2 
Hz, 1H), 2.15 (s, 3H), 1.40 (s, 12H). 
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Step 3. 4-Acetamido-N-(2-amino-5-(4,43,54etramethyl-l,3 f 2-dioxaborolan-2- 
yl)phenyl)benzamide (134) 

[0370] Following the same procedures as in Example 19, step 4 (scheme 17) but substituting 
compound 92 for compound 133 (75 mg, 0.176 mmol), the title compound 134 was obtained (1 1 
mg, 31% yield). l H NMR: (acetone-d 6 ) 5(ppm): 9.42 (bs, 1H), 9.03 (bs, 1H), 8.03 (d f J=8.8 Hz, 2H), 
7.77 (d, J=8.8 Hz, 2H), 7.60 (d, J=L6 Hz, 1H) ( 7.39(dd, J=8.0, 1.6 Hz, 1H), 6.84 (d, J=7.8 Hz, 
1H), 5.01 (bs, 2H), 2.13 (s, 3H), 1.31 (s, 12H). LRMS: (m/z): 396.1 (MH + ). 

Example 39 




N-(2-amino-5-(thiophen-2-carbonyl)-phenyI)-4-methoxybenzamide (136) 

Scheme 27 




135 136: example 39 



Step 1. N-(2-amino-5-(thiophen-2-carbonyl>phenyl)-4-methoxybenzamide (136) 
[0371] Following the same procedure as in Example 24, step 1 (scheme 20) but substituting 
compound 106 for 3,4-diaminobenzothiophenone dihydrochloride (135, 200 mg, 0.687 mmol) the 
title compound 136 was prepared as an orange foam (102 mg, 42% yield). 1H NMR: (400 MHz, 
DMS0-d6) 5(ppm): 9.61 (s, 1H), 8.02 (d, J=6.3 Hz, 1H), 8.01 (d, J=8.6 Hz, 2H), 7.83 (d, J=2.0 Hz, 
1H), 7.75 (d, J=3.2 Hz, 1H), 7.63 (dd, J=8.4, 2.0 Hz, 1H), 7.29 (dd, J=4.9, 3.2 Hz, 1H), 7.08 (d, 
J=8.8 Hz, 2H), 6.87 (d, J=8.6 Hz, 1H), 6.01 (s, 2H), 3.88 (s, 3H). LRMS: (m/z): 353.1 (MH+). 
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Example 40 





H 

W-(2-Amino-5-thiophen-2-ylphenyl)-4-(2-(N f N-dimethylamino)acetamido)benzamide (140) 

Scheme 28 

/V C °2 H 

n rV°* H 



Me' ^ CI 



NaHC0 3 /CH 3 CN Me [j 



HCI 

137 139 

3 NH 2 

BOP, pyridine, NaH, 2.5 hrs, rt Me O 



2. SnCI 2 /NH 4 OAc/H 2 )/THF/MeOH 
75°C, 1 hr 



Me' 




Step 1. 4-(N f N-Dimethylamino)acetamidobenzoic acid (139) 

[0372] To a solution of N,N-dimethylaminoacetyl chloride hydrochloride (137, lO.lg, 64.2 
mmol) in acetonitrile (300 mL) was added powdered sodium bicarbonate (11.9g, 141 mmol) followed 
by 4-aminobenzoic acid (138, 9.68g, 70.6 mmol). The mixture was vigorously stirred over 16h at r.t. 
and acetonitrile was decanted. The remaining gum was triturated with methanol and filtration 
afforded the title compound 139 (10.9 g, 76% yield). *H NMR: (400 MHz, DMSO-d 6 ) 8(ppm): 10.21 
(s, 1H), 7.84 (d, J=8.4 Hz, 2H), 7.76 (d, J=8.6 Hz, 2H), 4.17 (bs, 2H), 2.27 (s, 6H). LRMS: (m/z): 
223.3 (MH + ). 

Steps 2 and 3. W-(2-Amino-5-thiophen-2-ylphenyl)-4-(2-(N,N-dimethylamino) 
acetamido)benzamide (140) 

[0373] Following the same procedures as in Example 1 , steps 3 and 4 (scheme 1) but 
substituting compound 4 for compound 139 [798 mg (37% pure), 1.24 mmol], the title compound 
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140 was prepared (7.4 mg, 1.5 % yield over 2 steps). 1H NMR: (400 MHz, CD30D) 5 (ppm): 7.99 (d, 
J=8.8 Hz, 2H), 7.77 (d, J=8.8 Hz, 2H), 7.48 (d, J=2.2 Hz, 1H), 7.35 (dd, J=8.2, 2.2 Hz, 1H), 7.22 
(dd, J=5.1, 1.2 Hz, 1H), 7.20 (td, J=3.5, 1.2 Hz, 1H), 7.01 (dd, J=5.1, 3.7 Hz, 1H), 6.90 (d, J=8.6 
Hz, 1H), 3.24 (s, 2H), 2.43 (s, 6H). LRMS: (m/z): 395.1 (MH+). 

Example 41a 




(Pyridin-3-yl)methyl 4-(2-amino-5-{thiophen-2-yl)phenylcarbamoyl) benzylcarbamat 

Scheme 29 




143d: Example 41d 

O 

a:R 1 = H,R = \^N^O^^Y^ 
b:R^H,R = F; H L J' 

c:R 1 = H,R = SCF 3 ; 
d: R 1 = CI, R = F; 

Steps 1 and 2. (Pyridin-3-yl)methyl 4-(2-amino-5-(thiophen-2-yl)phenyIcarbamoyl) 
benzylcarbamate (143a) 

[0374] To a suspension of compound 141a (US 6,174, 905 Bl) (533 mg, 1.75 mmol), in 
pyridine (5mL), was added compound 3 (424 mg, 1.93 mmol), Example 1 (scheme 1). The resultant 
solution was stirred at r.t. for 4h and concentrated in vacuo. The crude compound 142a (855 mg, 
1.75 mmol) was dissolved in a 1:1 mixture of THF and methanol (14 mL) and tin chloride (II) dihydrate 
(1.97 g, 8.75 mmol) was added. The mixture was stirred for 3 h and solvents were removed in 
vacuo. The residue was suspended in methanol, adsorbed on silica gel and purified by flash 
chromatography on silica gel using methanol/dichlromethane (10:90) as an eluent. The resultant gum 
was dissolved in methanol and allowed to crystallize. Ethyl acetate was added and the remainder of 
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the compound crashed out of solution by swirling in an ultra-sound bath. Filtration afforded the title 
compound 143a (63 mg, 8% yield over 2 steps) as a white solid. 1H NMR: (400 MHz, DMS0-d6) 
5(ppm): 9.69 (bs, 1H), 8.58 (s, 1H), 8.53-8.51 (m, 1H). 7.98-7.96 (m, 1H), 7.94 (d, J=7.8 Hz, 2H), 
7.78-7.76 (m, 1H). 7.46 (s, 1H), 7.40-7.38 (m, 1H), 7.37 (d, J=8.4 Hz, 2H), 7.29 (d, J=8.8 Hz, 1H), 
7.24-7.23 (m, 1H), 7.05-7.03 (m, 1H), 6.80 (d, J=8.4 Hz, 1H), 5.15 (bs, 2H), 5.10 (s, 2H), 4.29 (d, 
J=6.1 Hz, 2H). LRMS: (m/z): 459.2 (MH+). 

Example 41b 





N-(2-Amino-5-thiophen-2-yl-phenyl)-4-fluoro-benzamide (143b). 
[0375] Compound 143b (Example 41b) was obtained similarly to the compound 143a (Example 
41a) according to the scheme 29 starting from 4-fluorobenzoyl chloride (141b) via the nitro 
intermediate 142b. Yield 44% (over two steps). 

Example 41c 




N-(2-Amino-5-thiophen-2-yl-phenyl)-4-trifluoromethylsulfanyl-benzamide(143c) 
[0376] Compound 143c (Example 41c) was obtained similarly to the compound 143a (Example 
41a) according to the scheme 29 starting from 4-(trifluoromethylthio)benzoyl chloride (141c) via the 
nitro intermediate 142c. Yield 1.4% (over two steps). 

Example 41d 

C! 




N-(2-Amino-5-thlophen-2-yl-phenyl)-3-chloro-4-fluoro-benzamide(143d) 
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[0377] Compound 143d (Example 41d) was obtained similarly to the compound 143a (Example 
41a) according to the scheme 29 starting from 3-chloro-4-fluorobenzoyl chloride (141d) via the nitro 
intermediate 142d. Yield 30% (over two steps). 

Example 42 

O H 

(£)-N-(2-Amino-5-(thiophen-2-yl)phenyl)-3-(4-(tosylamino)phenyl)ac^ (146) 

Scheme 30 

H C ' 2.SnC, 2 tl\ V T— fY 

H2O, MeOH^THF " NH * U J^J " 

144 DMF, EI3N 146: Example 42 

Steps 1 and 2. JV-(2-Amino-5-(thiophen-2-yl)phenyl)acrylamide (144) 
[0378] A flame-dried r.b flask was charged with compound 3 UOOmg, 0.453 mmol) and put 
under N 2 atmosphere. A trace amount of p-methoxyphenol (to prevent polymerization) was added 
followed by acryloyl chloride (74uL, 0.906 mmol). The mixture was stirred for 1 h and put under high 
vacuum for lh. Then, THF (500uL) was added followed by tin chloride (II) dihydrate (510 mg, 2.27 
mmol). The solution was stirred for lh and purified by flash chromatography on silica gel using 
EtOAc/Hex with increasing polarity (50:50 to 90:10) as the eluent (traced of p-methoxyphenol was 
added before concentrating to avoid polymerization) affording the title compound 144 (70mg, 63% 
yield for 2 steps). l H NMR: (400 MHz, acetone-d 6 ) 6(ppm): 8.37 (d, J=L8 Hz, 1H), 7.59 (dd, J=8.2, 
1.9 Hz, 1H), 7.51 (d, J=1.6 Hz, 1H), 7.50 (dd, J=2.5, 1.2 Hz, 1H), 7.23 (d, J=8.2 Hz, 1H), 7.15 (dd, 
J=4.9, 3.7 Hz, 1H), 6.75 (d, J=0.8 Hz, 1H), 6.52 (dd, J=16.8, 10.0 Hz, 1H), 6.38 (d, J=16.8, 1.8 
Hz, 1H), 5.80 (dd, J=10.2, 2.0 Hz, 1H). LRMS: (m/z): 245.1 (MH + ). 

Step 3. (E)-N-(2-amino-5-(thiophen-2-yl)phenyl)-3-(4-(tosylamino)phenyl) acrylamide (146) 
[0379] A pressure vessel was charged with compound 144 (70mg, 0.287 mmol), DMF (800pt), 
and compound 145 (WO 02/069947) (89 mg, 0.239 mmol). The solution was degassed under 
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vacuum and put under N 2 atmosphere (3 cycles). Then, tris(dibenzylideneacetone)dipalladium (7 mg, 
0.007 mmol) was added and the red solution was degassed again (3 cycles). Tri-o-tolylphosphine (4 " 
mg, 0.014 mmol) was added and the solution rapidly turned dark. Triethylamine (lOOpL, 0.717 
mmol) was added and it was degassed twice again and allowed to stir under N 2 atmosphere at 90°C 
for 3h. Then it was passed through celite and the filtrate was concentrated in vacuo. It was purified 
by flash chromatography on silica gel using EtOAc as the eluent and then purified again but using 
methanol/chloroform (5:95) as the eluent. The combined fractions were allowed to crystallize from 
this mixture of solvent (methanol/chloroform 5:95) affording the title compound 146 (3.8 mg, 3% 
yield). ! H NMR: (400 MHz, Acetone-d 6 ) 8 (ppm): 9.20 (bs, 1H), 8.84 (bs, 1H), 7.72 (d, J=8.0 Hz, 3H), 
7.58 (d, J=15.7 Hz, 1H), 7.54 (d, J=8.4 Hz, 2H), 7.34 (d, J=8.6 Hz, 2H), 7.29-7.27 (m, 4H), 7.22 
(d, J=3.5 Hz, 1H), 7.04 (t, J=4.9 Hz, 1H), 6.88 (d, J=8.4 Hz, 1H), 6.86 (d, J=15.3 Hz, 1H), 4.84 
(bs, 2H), 2.38 (s, 3H). LRMS: (m/z): 490.1 (MH + ). 



Example 43 




/\/-(2-Amino-5-(2-aminothiazol-4-yl)phenyl)-4-methoxybenzamide(153) 
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Scheme 31 



s 




4-methoxybenzoyl chloride 
pyridine, DMAP 




153: Example 43 152 151 

Step 1. 4-(4-Nitrophenyl)thiazol-2-amine (148) 

[0380] Title compound 148 was prepared in 96% yield according to the procedure described in 
J.Heterocyclic Chem. 1970, 7, 1137-1141, starting from 2-bromo-4'-nitroacetophenone 147. J H 
NMR: (400 MHz, DMSO-d 6 ) g(ppm): 8.21 (d, J=8.8 Hz, 2H), 8.02 (d, J=8.8 Hz, 2H), 7.40 (s, 1H), 
7.22 (s, 2H). LRMS (m/z): 222.1 (MH + ). 

Step 2. 2-(i\f,W-di-tert-Butylcarbamoyl)-4-(4-nitrophenyl)thiazole (149) 
[0381] To a solution of compound 148 (1 .00g, 4.52 mmol) in THF (20 mL), was added di-tert- 
butyl dicarbonate (1.16g, 9.94 mmol) and 4-(dimethylamino)pyridine (55 mg, 0.45 mmol) and the 
mixture was stirred at r.t. for 4 days. The remaining yellow solid was filtered off and the filtrate was 
concentrated in vacuo. The residue was partitioned between EtOAc and H 2 0. The organic layer was 
washed with brine, dried over MgS0 4 , filtered and concentrated. Crystallization from EtOAc/Hex 
(twice) afforded the title compound 149 (1.23g, 65% yield) as beige crystals. 'H NMR: (400 MHz, 
DMSO-de) 5(ppm): 8.26 (d, J=9.0 Hz, 1H), 8.21 (s, 1H), 8.09 (d, J=9.0 Hz, 1H), 1.53 (s, 18H). 
LRMS: (m/z): 422.2 (MH + ). 
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Step 3. tert-Butyl 4-(3-amino-4-nitrophenyl)thiazol-2-ylcarbamate (150) 
[0382] Title compound 150 was prepared in 62% yield according to the procedure described in 
J.Chem.Soc.Perkin Trans. 1999, 1437-1444; starting from the compound 149. X H NMR: (400 MHz, 
DMSO-de) 8(ppm): 11.68 (s, 1H), 7.97 (d, J=9.0 Hz, 1H), 7.71 (s, 1H), 7.54 (s, 2H), 7.45 (d, J=2.0 
Hz, 1H), 7.07 (dd, J=9.0, 2.0 Hz, 1H), 1.50 (s, 9H). LRMS: (m/z): 337.2 (MH + ). 

Step 4. tert-Butyl 4-(3-(4-methoxybenzamido)-4-nitrophenyl)thiazol-2-ylcarbamate (151) 
[0383] To a solution of compound 150 (390 mg, 1.28 mmol) in pyridine was added 4- 
methoxybenzoyl chloride (181 mg, 1.06 mmol) and 4-(N,N-dimethylamino)pyridine (13 mg, 0.11 
mmol). The mixture was stirred for 16h and partitioned between EtOAc and H 2 0. The organic layer 
was washed with brine and some compound was collected by filtration. The filtrate was dried over 
MgS0 4 , filtered and concentrated in vacuo and then crystallized from a mixture of EtOAc/Hexanes. 
The two crops were combined affording the title compound 151 (358mg, 72% yield). ! H NMR: (400 
MHz, CD 3 0D) 5 (ppm): 11.73 (s, 1H), 10.71 (s, 1H), 8.36 (d, J=2.0 Hz, 1H), 8.08 (d, J=8.6 Hz, 1H), 
7.95 (d, J=9.0 Hz, 2H), 7.86 (d, J=0.8 Hz, 1H), 7.83 (dd, J=8.6, 2.0 Hz, 1H), 7.10 (d, J=9.0 Hz, 
2H),3.85 (s, 3H), 1.50 (s, 9H). 

Step 5. tert-Butyl 4-(3-(4-methoxybenzamido)-4-aminophenyl)thiazol-2-ylcarbamate (152) 
[0384] Following the same procedure as in Example 19, step 4 (scheme 17) but substituting 
compound 92 for compound 151 the title compound 152 was prepared in 62 % yield. >H NMR: (400 
MHz, DMS0-d 6 ) 8 (ppm): 8.06 (d, J=8.6 Hz, 2H), 7.83 (d, J=2.2 Hz, 1H), 7.55 (d, J=8.2, 2.0 Hz, 
1H), 7.12 (s, 1H), 7.05 (d, J=9.0 Hz, 2H), 6.88 (d, J=8.2 Hz, 1H), 3.90 (s, 3H), 1.55 (s, 9H). LRMS: 
(m/z): 441.4 (MH + ). 

Step 6. W-(2-Amino-5-(2-aminothiazol-4-yl)phenyl)-4-methoxybenzamide (153) 
[0385] Following the same procedure as in Example 27, step 3 (scheme 20) but substituting 
compound 111 for compound 152 (201mg, 0.457mmol), the title compound 153 was obtained (63 
mg, 100% yield). »H NMR: (400 MHz, DMS0-d 6 ) 8 (ppm): 9.55 (s, 1H), 7.96 (d, J=9.0 Hz, 2H), 7.60 
(d, J=2.2 Hz, 1H), 7.39 (dd, J=8.2, 2.0 Hz, 1H), 7.02 (d, J=9.0 Hz, 2H), 6.90 (s, 2H), 6.73 (d, 
J=8.4 Hz, 1H), 6.63 (s, 1H), 4.98 (s, 2H), 3.83 (s, 3H). LRMS: (m/z): 341.2 (MH + ). 
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Example 44 




W-(2-Amino-5-(4-amino-3-pyridyl}pheny!)-4-methoxybenzamide (157) 

Scheme 32 




157a: Example 44a 157: Example 44 

Step 1. tert-Butyl 5-bromopyridin-2-ylcarbamate (155) 

[0386] Following the same procedure as in Example 43, step 2 (scheme 31) but substituting 
compound 148 for 5-bromo-pyridine-2-yl-amine (154, 972 mg, 5.62 mmol) the title compound 155 
was prepared (313 mg, 20 % yield) X H NMR: (400 MHz, CD 3 OD) 5 (ppm): 8.55 (dd, J=2.5, 0.8 Hz, 
1H), 8.06 (dd, J=8.6, 2.5 Hz, 1H), 7.45 (dd, J=8.4, 0.6 Hz, 1H), 1.43 (s, 9H). LRMS: (m/z): 
273.1/275.1 (M7M+2). 

Step 2. W-(2-Amino-5-(4-tert-butylcarbamoyl-3-pyridyl)phenyl)-4-methoxybenzamide (156) 
[0387] Following the same procedure as in Example 31, step 2 (scheme 21) but substituting 
compound 148 for compound 155 (135 mg, 0.494 mmol), the title compound 156 was obtained 
(36 mg, 25% yield). »H NMR: (400 MHz, CD 3 OD) 8 (ppm): 8.41 (d, J=2.2 Hz, 1H), 7.98 (d, J=9.0 Hz, 
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2H), 7.92 (dd, J=8.8, 2.3 Hz, 1H), 7.85 (d, J=8.4 Hz, 1H), 7.45 (s, 1H), 7.34 (dd, J=8.4, 2.0 Hz, 
1H), 7.04 (d, J=8.8 Hz, 2H), 6.98 (d, J=8.4 Hz, 1H), 3.88 (s, 3H), 1.55 (s, 9H). LRMS: (m/z): 435.2 
(MH + ). 

Step 3. N-(2-Amjno-5-(4-amino-3-pyridyl)phenyl)-4-methoxybenzamide (157) 
[0388] Following the same procedure as in Example 27, step 3 (scheme 20) but substituting 
compound 111 for compound 156 (36 mg, 0.083 mmol), the title compound 157 was obtained (7 
mg, 25% yield). 'H NMR: (400 MHz, acetone-d 6 ) 6 (ppm): 8.94 (bs, 1H), 8.03 (d, J=1.8 Hz, 1H), 7.88 
(d, J=8.8 Hz, 1H), 7.47 (dd, J=8.9, 2.5 Hz, 1H), 7.36 (d, J=2.3 Hz, 1H), 7.07 (dd, J=8.2, 2.3 Hz, 
1H), 6.89 (d, J=8.8 Hz, 2H), 6.77 (d, J=8.2 Hz, 1H), 6.45 (dd, J=8.4, 0.6 Hz, 1H), 5.29 (bs, 2H), 
3.74 (s, 3H). LRMS: (m/z): 335.1 (MH + ). 



N-{4,4'-Diamino-3'-fluoro-biphenyl-3-yl)-4-methoxy-ben2amide (157a) 
[0389] N-(4,4'-Diamino-3'-fluoro-biphenyl-3-yl)-4-methoxy-benzamide (1 57a) was prepared similarly 
to the compound 157 (Example 44) according to the scheme 32 using instead of 5-bromo-pyridine-2- 
yl-amine (154) 4-bromo-2-fluoroaniline as a starting material. 



Example 44a 




Example 45 



o 




OH 



Af-(4-amino-4'-hydroxybiphen-3-yl)-4-methoxybenzamide(160) 
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Scheme 33 
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159 



160: Example 45 



Step 1. (3-Bromophenoxy){tert-butyl)dimethylsilane (159) 

[0390] Following the same procedure as in Example 19, step 2 (scheme 17) substituting 
compound 90 for 3-bromophenoI 158 (200 mg, 0.501 mmol), the title compound 159 was obtained 
(14 mg, 5% yield). l H NMR: (400 MHz f DMS0-d 6 ) 8 (ppm): 7.21 (t, J=8.0 Hz, 1H), 7.14 (d, J=7.8 Hz r 
1H), 7.01 (s, 1H), 6.86 (d, J=8.0 Hz, 1H), 0.95 (d, J=L0 Hz, 9H), 0.20 (d, J=1.2 Hz, 6H). 

Step 2. N-f^amino-^-hydroxybiphen-S-ylJ^-methoxybenzamide (160) 
[0391] Following the same procedure as in Example 31, step 1 (scheme 21) but substituting 1- 
(4-bromophenyl)ethanone for compound 159 (312 mg, 1.09 mmol), the title compound 160 was 
obtained (79 mg, 44% yield). l H NMR: (400 MHz, DMS0-d 6 ) 5 (ppm): 9.58 (s, 1H), 9.35 (s, 1H), 7.97 
(d, J=8.4 Hz, 2H), 7.43 (s, 1H), 7.23 (dd, J=8.2, 1.4 Hz, 1H) ( 7.16 (t, J=7.6 Hz, 1H), 7.04 (d, J=8.4 
Hz, 2H), 6.95 (d, J-7.6 Hz, 1H), 6.91 (s, 1H), 6.82 (d, J=8.4 Hz, 1H), 6.62 (dt, J=8.0, 1.0 Hz, 1H), 
5.05 (s, 2H), 3.84 (s, 3H). LRMS: (m/z): 335.2 (MH + ). 



N-(4-((2-Amino-5-(thiophen-2-yl)phenyl)carbamoyl)phenyl)-4-methylpiperazinea 

carboxamide (164) 



Example 46 
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Scheme 34 
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164: Example 46 



2. SnCI 2 /NH 4 OAc/THF/MeOH/H20 
75°C, 1 hr 



Step 1. Ethyl 4-(l-methylpiperazine-4-carboxamido)benzoate (162) 
[0392] A solution of N-methylpiperazine (0.61 ml, 5.49 mmol) and 4-ethylisocyanatobenzoate 
161 (1.00 g, 5.23 mmol) in THF (10 mL) was stirred at room temperature for 16 h. The precipitate 
was filtered and rinsed with ether to give 1.40 g (92%) of the title compound 162 as a white powder. 
! H NMR: (400 MHz, DMSO) 5 (ppm): 8.87 (s, 1H), 7.81 (d, J = 8.4 Hz, 2H), 7.59 (d, J = 8.4 Hz, 2H), 
7.25 (q, J = 6.8 Hz, 2H), 3.45 (d, J = 4.9 Hz, 4H), 2.31 (t, J = 4.9 Hz, 4H), 2.19 (s, 3H), 1.30 (t, J = 
6.8 Hz, 3H). 

Step 2. 4-(l-Methylplperazlne-4-carboxamldo)benzoic acid (163) 
[0393] A solution of 162 (1.39 g, 4.77 mmol) and LiOHH 2 0 (300 mg, 7.16 mmol) in 1:1 
THFrwater (8 ml) was stirred at room temperature for 24 h. 1 M HCI was added to reach pH = 5 and 
the solvent was evaporated. The title compound was purified by preparative HPLC (Aquasil CI 8, 
reverse phase, eluent: MeOH / water) to give 979 mg (78%) of the title compound 163 as a white 
powder. *H NMR: (400 MHz, DMSO) 5 (ppm): 8.81 (s, 1H), 7.78 (dt, J = 8.6, 1.8 Hz, 2H), 7.53 (dt, J 
= 8.8, 2.0 Hz, 2H), 3.44 (t, J = 4.9 Hz, 4H), 2.31 (t, J = 5.0 Hz, 4H), 2.19 (s, 3H). 

Steps 3 and 4. 4-Methyl-piperazine-l-carboxylic acid [4-(2-nitro-5-thiophen-2-yl- 
phenylcarbamoyl)-phenyl]-amide (164) 

[0394] Following the same procedures as in Example 1 , steps 3 and 4 (scheme 1) but 
substituting compound 4 for compound 163 title compound 164 was obtained in 8.4 % yield (over 
two steps). *H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 9.57 (s, 1H), 8.80 (s, 1H), 7.89 (d, 
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J = 8.8 Hz, 2H), 7.59 (d, J = 8.8 Hz, 2H), 7.44 (d, J = 2.2 Hz, 1H), 7.34 (dd, J = 5.1, 1.0 Hz, 1H), 
7.27 (dd, J = 8.2, 2.2 Hz, 1H), 7.23 (dd, J = 3.5, 1.2 Hz, 1H), 7.03 (dd, J = 5.1, 3.5 Hz, 1H), 6.79 
(d, J = 8.4 Hz, 1H), 5.12 (sb, 2H), 3.46 (t, J = 4.8 Hz, 4H), 2.33 (t, J = 4.9 Hz, 4H). MS: (calc.) 
435.2; (obt.) 436.4 (MH) + . 

Example 47 

H 2 N 




N-(2-amino-5-(thiophen-2-yl)phenyl)-l-methyl4H-indole-6-carboxamide (41) 

Scheme 35 




168: Example 47 

Step 1: Methyl l-methyl-lH-indole-6-carboxylate (166) 

[0395] lH-lndole-6-carboxylic acid 37 (0.20g, 1.24 mmol) was dissolved in dimethytformamide 
(10 ml_) and cooled to 0°C for the portion-wise addition of sodium hydride (0.20g, 4.96 mmol). After 
complete addition, the reaction mixture was allowed to warm to rt and stirred for 1 hr then methyl 
iodide (0.15 mL, 2,48 mmol) was added to the reaction mixture. Quenching with water followed by 
rotary evaporation led to the crude residue, which was taken up with water and extracted with ethyl 
acetate. The organic phase was dried over magnesium sulfate, filtered and evaporated to provide 
crude 166 (it was used crude in the next step). MS: 189.08 (calc), 190.1 (obs). 
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Step 2: l-Methyl-lH-indole-6-carboxylic acid (167) 

[0396] Methyl l-methyl-lH-indole-6-carboxylate 166 (1.24 mmol) was stirred with sodium 
hydroxide (0.59g, 14.88 mmol) in a 2:2:1 mixture of methanol/THF/water (7.5 mL) for 36 hrs at rtto 
form a precipitate which was collected by filtration and lyophilized overnight to give the title 
compound 167 (0.54g, 99% yield). MS: 175.06 (calc), 176.1 (obs). 

Steps 3 and 4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-l-methyl-lH-indole-6-carboxamide 



[0397] Following the same procedures as in Example 1, steps 3 and 4 (scheme 1) but 
substituting compound 4 for compound 167 title compound 168 was obtained in 0.5 % yield (over 
two steps). J H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 9.72 (s, 1H), 8.19 (s, 1H), 7.67 
(abq, J= 29.4, 7.6 Hz, 2H), 7.52 (d, J= 7.6 Hz, 2H), 7.36 (s, 1H), 7.31 (d, J= 6.5 Hz, 1H), 7.26 (s, 
1H), 7.06 (s, 1H), 6.83 (d, J= 8.0 Hz, 1H), 6.52 (s, 1H), 5.16 (s, 2H), 3.90 (s, 3H). MS: 347.11 
(calc), 348.1 (obs). 



(168) 



Example 48 




HN'N 



N-{2-amino-5-(thiophen-2-yl)phenyl)-4-(lH-tetrazol-5-yl)benzamide (172). 
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174: Example SO 



173: Example 49 



172: Example 48 



Step 1. 4-Cyano-N-(2-nitro-5-thiophen-2-yl-phenyl)-benzamide (170). 
[0398] Following the same procedures as in Example 1 , step 3 (scheme 1) but substituting 
compound 4 for compound 169 the title compound 170 was obtained in 51 % yield. J H NMR: 
(DMSO) 5 (ppm): 400 MHz, (DMSO) 8 (ppm): 8.15 (d, J= 8.0 Hz, 2H), 8.10 (d, J= 2.0 Hz, 1H), 7.93 
(d, J= 8.0 Hz, 2H), 7.85 (d, J= 8.6 Hz, 1H), 7.67 (dd, J= 4.9, 1.0 Hz, 1H), 7.64 (dd, J= 3.7, 1.7 Hz, 
1H), 7.45 (dd, J= 8.4, 1.4 Hz, 1H), 7.20 to 7.17 (m, 1H). MS: 349.05 (calc), 348.0 (obs). 

Step 2: N-(2.Nitro-5-(thiophen-2-yl)phenyl)-4-(lH-tetrazol-5-yl)benzamide (171). 
[0399] The nitrocyano compound 1 70 (60.5 mg, 0. 1 7 mmol) was heated to 95°C in the 
presence of tributyltin azide (0.06 mL, 0.21 mmol) in toluene (2 mL) for 24 hrs then solvent was 
evaporated and the residues was purified by flash chromatography (1:1 ethyl acetate: hexane) to 
provide tetrazole 171 (51.4mg, 76% yield). X H NMR: (DMSO) 5 (ppm): 10.85 (s, 1H), 8.17 (d, J= 
14.9 Hz, 2H), 8.13 (s, 1H), 8.08 (d, J= 8.4 Hz, 1H), 7.99 (d, J= 7.4 Hz, 2H), 7.74 (m, 3H), 7.23 (d, 
J= 3.7 Hz, 1H). MS: 392.07 (calc), 393.1 (obs). 



Step 3: N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(lH-tetrazol-5-yl)benzamide (172) 
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[0400] The nitro compound 171 (20 mg, 0.05 mmol) was hydrogenated (1 atm) in the presence 
of 10 % palladium on charcoal (catalytic amount) in methanol (1 mL) at room temperature for 2-3 hrs. 
The reaction mixture was filtered through a pad of Celite®, the filtrate was evaporated to give the 
crude product which was suspended in dichloromethane and stirred overnight at room temperature, 
then filtered to provide the title compound 172 (6.3 mg, 27% yield). J H NMR: (DMSO) 5 (ppm): 400 
MHz, (DMSO) d (ppm): 9.71 (s, 1H), 8.07 (d, J= 8.2 Hz, 2H), 8.00 (d, J= 8.2 Hz, 2H), 7.48 (s, 1H), 
7.34 (d, J= 5.1 Hz, 1H), 7.28 (dd, J= 8.2. 2.0 Hz, 1H), 7.24 (d, J= 3.5 Hz, 1H), 7.03 (t, J= 3.7 Hz, 
1H), 6.79 (d, J= 8.4 Hz, 1H), 5.17 (s, 2H). MS: 362.09 (calc), 363.1 (obs). 



Step 1: N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-cyanobenzamide (173) 
[0401] Following the same procedures as in Example 1 , step 4 (scheme 1) but substituting 
compound 4 for compound 170 the title compound 173 was obtained in 56 % yield. *H NMR: 
(DMSO) 6 (ppm): 400 MHz, (DMSO) d (ppm): 9.92 (s, 1H), 8.14 (d, J= 8.4 Hz, 2H), 8.00 (d, J= 8.4 
Hz, 2H), 7.44 (d, J= 2.0 Hz, 1H), 7.34 (dd, J= 5.1, 0.98 Hz, 1H), 7.30 (dd, J= 8.2, 2.2 Hz, 1H), 
7.23 (d, J= 3.5 Hz, 1H), 7.03 (dd, J= 5.1, 3.5 Hz, 1H), 6.79 (d, J= 8.4 Hz, 1H), 5.24 (s, 2H). MS: 
319.08 (calc), 320.1 (obs). 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(4,5-dihydro-lHMmidazol-2-yl)benzamide{174) 



Example 49 




N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-cyanobenzamide ( 1 73) 



Example 50 
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Step l:N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-{4,5-dihydro-lH-imidazol-2-yl)benzamide 
(174) 

[0402] N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-cyanobenzamide 173 {30 mg, 0.1 mmol), 
ethylenediamine (0.126 mL, 1.9 mmol.) and carbon disulfide (catalyst) were stirred at 50°C in DMF 
overnight. The reaction mixture was then evaporated to dryness, taken up in methanol and filtered to 
give the title compound 174 as a yellow solid (16.3 mg, 48%). ! H NMR: (DMSO) 8 (ppm): 400 MHz, 
(DMSO) d (ppm): 9.78 (s, 1H), 8.02 (d, J= 8.0 Hz, 2H), 7.92 (d, J= 8.0 Hz, 2H), 7.45 (s, 1H), 7.33 
(d, J= 5.1 Hz, 1H), 7.28 (d, J= 8.2 Hz, 1H), 7.22 (d, J= 3.3 Hz, 1H), 7.03 (t, J= 3.9 Hz, 1H), 6.79 
(d, J= 8.2 Hz, 1H), 5.18 (s, 2H), 3.63 (s, 4H). MS: 362.12 (calc), 363.1 (obs). 



Example 51: 




N-(2-amino-5-(thiophen-2-yl)phenyl)-3-methoxybenzamide (181) 
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Scheme 37 




184: Example 52 183 



Step 1: tert-Butyl 4-bromo-2-nitrophenylcarbamate (175) 

[0403] To a solution of 4-bromo-2-nitroaniline 13 (5.00g, 23.07 mmol) in dimethylformamide 
(55mL) at 0°C was added sodium hydride (1.02g, 25.38 mmol, 1.1 equ.) portion-wise. After 
complete H 2 evolution, a solution of Boc anhydride (5.04g, 23.07 mmol, 1 equ.) in 
dimethylformamide (20 mL) was cannulated slowly into the reaction mixture over 30 minutes. The 
reaction was allowed to warm to rt then stirred overnight. It was then quenched with water and the 
DMF was removed in vacuo. The residue was taken up in water and extracted with ethyl acetate. The 
organic phase was dried over sodium sulfate, filtered and evaporated to provide 175 (3.72g, 51%). 
! H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSOj d (ppm): 9.67 (s, 1H), 8.10 (d, J= 2.3 Hz, 1H), 7.84 
(dd, J= 8.6, 2.3 Hz, 1H), 7.56 (d, J= 8.8 Hz, 1H), 1.44 (s, 9H). MS: (calc.) 316.01; (obt.) 217.1 (M- 
Boc) + . 
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Step 2: tert-Butyl 2-nitro-4-(thiophen-2-yl)phenylcarbamate (177) 
[0404] A solution of tert-butyl 4-bromo-2-nitrophenylcarbamate 175 (3.97g, 12.5 mmol), 2- 
thiophene boronic acid 176 (1.68g, 13.4 mmol), sodium carbonate (3.98g, 37.56 mmol) and 
Pd(PPh 3 ) 4 (0.94g, 0.814 mmol) were stirred at 110°C in a mixture of DME and water (2:1, 70 mL ) 
overnight. The solution was evaporated to dryness, diluted with water and extracted with ethyl 
acetate. The organic phase was washed with brine, dried over sodium sulfate, filtered and 
evaporated to provide the crude product which was purified by flash chromatography (10% ethyl 
acetate in hexane) to provide the title compound 177 (2.14g, 53% yield). J H NMR: (DMSO) 8 (ppm): 
400 MHz, (DMSO) d (ppm): 9.53 (s, 1H), 8.12 (d, J= 2.3 Hz, 1H), 7.92 (dd, J= 8.4, 2.2 Hz, 1H), 
7.66 (d, J= 8.4 Hz, 1H), 7.61 (q, J= 2.2 Hz, 2H), 7.15 (dd, J= 5.1, 3.7 Hz, 1H), 1.46 (s, 9H). MS: 
(calc.) 320.08; (obt.) 343.1 (M+Na). 

Step 3: tert-Butyl 2-amino-4-(thiophen-2-yl)phenylcarbamate (178) 
[0405] Following the same procedures as in Example 48, step 3 (scheme 36) but substituting 
compound 171 for compound 177 the title compound 178 was obtained (68% yield). l H NMR: 
(DMSO) 6 (ppm): 400 MHz, (DMSO) d (ppm): 8.34 (s, 1H), 7.43 (dd, J= 5.1, 1.2 Hz, 1H), 7.27 (dd, 
J= 3.5, 1.2 Hz, 1H), 7.24 (d, J= 8.0 Hz, 1H), 7.06 (dd, J= 5.1, 3.7 Hz, 1H), 6.95 (d, J= 2.2 Hz, 1H), 
6.82 (dd, J= 8.2, 2.2 Hz, 1H), 5.00 (s, 2H), 1.47 (s, 9H). MS: (calc.) 290.11; (obt.) 291.1 (MH)\ 

Step 4: tert-butyl 2-(3-methoxybenzamido)-4-(thiophen-2-yl)phenylcarbamate (180) 
[0406] 3-Methoxybenzoyl chloride 179 (0.20g, 1.17 mmol) and 178 (0.34g, 1.17 mmol) were 
stirred in pyridine (15 mL) at rt for 4 hrs then the pyridine was removed by rotary evaporation and 
the crude material was purified by column chromatography (25% ethyl acetate in hexanes) to provide 
the title compound 180 (0.44g, 89% yield). >H NMR: (DMSO) 5 (ppm): 400 MHz, (DMSO) d (ppm): 
9.88 (s, 1H), 8.72 (s, 1H), 7.80 (s, 1H), 7.60 (d, J= 8.4 Hz, 1H), 7.43 to 7.55 (m, 6H), 7.17 (dd, J= 
7.6, 1.8 Hz, 1H), 7.11 (dd, J= 4.9, 3.5 Hz, 1H), 3.84 (s, 3H), 1.46 (s, 9H). MS: (calc.) 424.15; (obt.) 
425.1 (MH) + . 

Step 5: N-(2-Amino-5-(thiophen-2-yl)phenyl)-3-methoxybenzamide trifluoroacetate (181) 
[0407] tert-Butyl 2-{3Hnethoxybenzamido)-4(thiophen-2-yl)phenylcarbamate 180 (0.214g, 0.504 
mmol) was stirred in trifluoroacetic acid: dichloromethane solution (1:3, 4 mL) at rt for 5 hrs then 
solvent was evaporated. The crude residue was washed with dichloromethane and evaporated 
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several times to get rid of excess trifluoroacetic acid to provide the title compound 181 (0.22g, 
100%). »H NMR: (DMSO) 5 (ppm): 400 MHz, (DMSO) d (ppm): 9.96 (lH,s), 7.59 - 7.52 (3H,m), 7.46 - 
7.41 (3H,m), 7.39 (lH,d,2.2 Hz), 7.33 (lH,dd,2.5 and 1.0 Hz), 7.16 (lH,dd,5.7 and 1.8 Hz), 6.98 
(lH,d,8.4 Hz), 3.84 (3H,s). MS: 324.09 (calc), 325.1 (obs). 



Step 1: Acetic acid 4-(2-tert-butoxycarbonylamino-5-thiophen-2-yl-phenylcarbamoyl)- 
phenyl ester (183) 

[0408] tert-Butyl 2-amino4-(thiophen-2-yl)phenylcarbamate 178 (0.198g, 0.68 mmol), 
benzotriazol-l-yloxy-tris(dimethylamino)phosphonium hexafluorophosphate (BOP) (0.302g, 0.68 
mmol) and 4-acetoxybenzoic acid (182) (0.1 23g, 0.68 mmol) were stirred in pyridine at rt overnight 
then solvent evaporated and purified by flash chromatography (35% ethyl acetate in hexanes) to 
provide 183 (0.1 lg, 36%). l H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 9.91 (s, 1H), 8.72 
(s, 1H), 8.01 (d, J= 8.8 Hz, 2H), 7.78 (d, J= 1.8 Hz, 1H), 7.63 (d, J= 8.4 Hz, 1H), 7.51 (dd, J= 4.9, 
0.98 Hz, 2H), 7.44 (dd, J= 3.7, 0.98 Hz, 1H), 7.30 (d, J= 8.6 Hz, 1H), 7.11 (dd, J= 5.1 Hz, 1H), 
2.32 (s, 3H), 1.46 (s, 9H). MS: (calc.) 452.14; (obt.) 475 (M+Na). 

Step 2: Acetic acid 4-(2-amino-5-thiophen-2-yl-phenylcarbamoyl)-phenyl ester 
trifluoroacetate (184) 

[0409] Following the same procedure as for the Example 51, step 5 (the same scheme 37) but 
substituting compound 180 for the compound 183, the title compound 184 was obtained (16% 
yield). *H NMR: (DMSO) 5 (ppm): 400 MHz, (DMSO) d (ppm): 9.73 (lH,s), 8.03 (2H,d, 8.4), 7.45 
(lH,s,), 7.34 (lH.d.9.0 Hz), 7.30 - 7.22 (4H,m), 7.04 (lH,dd,3.5 and 1.6 Hz), 6.79 (lH,d,8.4 Hz), 
5.18 (2H,s), 2.31 (3H,s). MS: 352.1 (calc), 353.1 (obs). 




4-(2-Amino-5-(thiophen-2-yl)phenylcarbamoyl)phenyl acetate (184) 
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Example 53 




H 



4-(2-|Piperidin-l-yl)ethylamino)-N-(2-amino-5-{thiophen-2-yl)phenyl)benzamide{190) 

Scheme 38 




Step l:tert-Butyl 4-(2-(piperidin-l-yl)ethylamino)benzoate (187) 
[0410] tert-Butyl 4-fluorobenzoate 185 (0.502g, 2.55 mmol) and 2-(piperidin-l-yl)ethanamine 
186 (1.46 mL, 10.21 mmol) were stirred neat at 120°C overnight then diluted with ethyl acetate, 
washed with saturated aqueous sodium bicarbonate (lx), brine (lx), dried over magnesium sulfate 
and evaporated to give 187 (0.501g, 64%). ! H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 
7.59 (d, J= 8.8 Hz, 2H), 6.55 (d, J= 8.8 Hz, 2H), 6.24 (t, J= 5.1 Hz, 1H), 4.11 (m, 2H), 3.21 to 
3.13 (m, 6H), 2.44 (t, J= 7.1 Hz, 2H), 2.37 (m, 2H), 1.49 (s, 9H), 1.47 to 1.38 (m, 2H). MS: 304.22 
(calc), 249.1 (M-ffiu). 

Step 2: 4-{2-(Piperidin-l-yl)ethylamino)benzoic acid trifluoroacetate (188) 
[041 1] Following the same procedure as for the Example 5 1 , step 5 (scheme 37) but 
substituting compound 187 for the compound 183, the title compound 188 was obtained (0.37g, 
90.5%). ! H NMR: (DMSO) 5 (ppm): 400 MHz, (DMSO) d (ppm): 7.69 (d, J= 8.6 Hz, 2H), 6.62 (d, J= 
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8.8 Hz, 2H), 6.51 (t, J= 6.8 Hz, 1H), 3.46 (d, J= 5.7 Hz, 2H), 3.33 (s, 2H), 3.14 (d, J= 11.5 Hz, 4H), 
1.72 (m, 6H). MS: 248.15 (calc), 249.2 (obs). 

Step 3: 4-(2-(Piperidin-l-yl)ethylamino)-N-(2-nitro-5-(thiophen-2-yl)phenyl)benzamide (189) 
[0412] Following the same procedure as for the Example 1, step 3 (scheme 1), but substituting 
acid 4 for the acid 188, the title compound 189 was obtained (19% yield). MS: 450.17 (calc), 451.2 
(obs). 

Step 4: 4-(2-(Piperidin-l-yl)ethylamino)-N-(2-amino-5-(thiophen-2-yl)phenyl)benzamide 
(190) 

[0413] Following the same procedure as for the Example 51, step 3 (scheme 37), but 
substituting nitro compound 177 for the nitro compound 189, the title compound 190 was obtained 
(8% yield).^ NMR: (DMSO) 8 (ppmj: 400 MHz, (DMSO) d (ppm): 9.34 (lH,s), [8.25 (2H,s)comes from 
formic salt], 7.77 (2H,d,8.8), 7.44 (lH,d,2.2 Hz), 7.34 (lH,dd,4.0 and 1.2 Hz), 7.26 - 7.21 (2H,m), 
7.03 (lH,dd,3.5 and 1.4), 6.78 (lH,d,8.2), 6.62 (lH,d,8.8 Hz), 6.09 (lH,m), 3.25 - 3.15(8H,m), 
1.53 to 1.49 (4H,m), 1.39 (2H,m). MS: 420.2 (calc), 421.3 (obs). 



Example 54 




4-(2-Morpholinoethoxy)-N-(2-amino-5-(thiophen-2-yI)phenyl)benzamide 197 
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Scheme 39 




197: Example 54 



Step 1: Methyl 4-(2-morpholinoethoxy)benzoate (193) 

[0414] To a stirring solution of methyl 4-hydroxybenzoate 191 (1.08g t 7.10 mmol) and 4-(2- 
chloroethyDmorpholine hydrochloride 192 (1.45g, 7.82 mmol) in acetonitrile was added potassium 
carbonate (2.95g, 21.3 mmol). The reaction mixture was heated to 50°C overnight then cooled to rt 
and the resulting precipitate was filtered and washed with methanol to provide methyl 4-(2- 
morpholinoethoxy)benzoate 193 (2.67g, 142%). *H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d 
(ppm): 7.87 (s, J= 9.0 Hz, 2h), 7.03 (d r J= 9.0 Hz, 2H), 4.15 (t, J= 5.7 Hz, 2H), 3.80 (s, 3H), 3.56 
(t, J= 4.5 Hz, 4H), 2.69 (t, J= 5.7 Hz, 4H), 2.47 (m, 4H). MS: 265.13 (calc), 266.1 (obs). 

Step 2: 4-(2-Morpholinoethoxy) benzoic acid (194) 

[0415] Lithium hydroxide (hydrated) (0.59g, 14.1 mmol) was added to a solution of methyl 4-{2- 
morpholinoethoxy)benzoate 193 (1.25g, 4.7 mmol) in a 1:1 mixture of THF-water (20 mL). The 
reaction mixture was stirred at rt overnight then acidified with IN HCI to pH 2, solvent was 
evaporated and the residue was lyophilized to provide crude 194 (1.66g, »100% yield).^ NMR: 
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(DMSO) 5 (ppm): 400 MHz, (DMSO) d (ppm): 7.88 (d, J- 8.8 Hz, 2H), 7.05 (d, J= 8.8 Hz, 2H), 4.53 
(m, 2H), 3.89 (m, 4H), 3.53 (m, 2H), 3.26 to 3,14 (m, 4H). MS: 251.12 (calc), 252.1 (obs). 

Step 3: 4-(2-Morpholinoethoxy)benzoyl chloride (195) 

[0416] 4~(2-Morpholinoethoxy)benzoic acid 194 (330mg r 1.31 mmol) was dissolved in thionyl 
chloride (4 mL) and a few drops of dimethylformamide were added. The reaction mixture was allowed 
to stir at 80°C in a sealed tube for 1.5 hrs then opened to leave evaporate overnight. The residue 
was placed on a vacuum pump overnight and used as is in the next reaction (0.30g, 100%). MS: 
269.08 (calc, COCI), 265.13 (calc, Me ester), 266.2 (obs, Me ester) 

Step 4: 4-(2-Morpholinoethoxy)-N-(2-nitro-5-{thiophen-2-yl)phenyl)benzamide (196) 
[0417] Following the same procedure as for the Example 51, step 4 (scheme 37) but 
substituting compound 178 for the compound 3, and compound 179 for compound 195, the title 
compound 196 was obtained (3% yield). MS: 453.14 (calc), 454.2 (obs). 

Step 5: 4-(2-Morpholinoethoxy)-N-(2-amino-5-(thiophen-2-yl)phenyl)benzamide (197) 
[0418] Following the same procedure as for the Example 1, step 4 (scheme 1) but substituting 
the nitro compound 5 for the nitro compound 196, title compound 197 was obtained (3 mg, 19%). 
l H NMR: (DMSO) 5 (ppm): 400 MHz, (DMSO) d (ppm): 9.67 (lH,s), 8.01 (2H,d,8.8), 7.44 (lH,d,2.0 
Hz), 7.36 (lH,dd,4.1 and 1.0 Hz), 7.30 (lH,dd,6.1 and 2.2 Hz), 7,24 (lH,dd,2.5 and 1.2), 7.12 
(2H,d,8.8), 7.04 (lH,dd,3.5 and 1.6 Hz), 6.82 (lH,d,8.4 Hz), 4.44 (2H,t,4.1), 3.65 to 3.15 (10H,m). 
MS: 423.16 (calc), 424.2 (obs). 



4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-cyanophenyl)benzamide (199) 



Example 55 
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Scheme 40 




Stepl;4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-cya (199) 
[0419] Following the same procedure as described in Example 27, step 2 (scheme 20), the title 
compound 199 was obtained in 16% yield. l H NMR: (DMSO) 8 (ppm): 9.56 (bs, 1H), 7.89 (d, J=8.0 
Hz, 2H), 7.52 (bs, 1H), 7.45 (d, J=8.4 Hz, 2H), 6.77 (d, J=8.4 Hz, 1H), 6.63 (d, J= 8.4 Hz, 1H), 
6.30 (d, J=2.4 Hz, 1H), 5.99-5.95 (m, 2H), 5.74 (bs, 1H), 4.92 (bs, 2H), 3.64 (s, 3H), 3.32 (s, 3H). 
MS: (calc); 402.5 (obt.) 403.4 (MH) + . 

Example 56 




4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-4-fluoro-5-(thiophen-2- 

yl)phenyl)benzamide (205): 
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Scheme 41 




Step 1: Di-tert-Butyl 5-chloro-4-fluoro-2-nitrophenylcarbamate (201) 
[0420] Following the procedure described in Example 43, step 2 (scheme 31) using THF as a 
solvent but substituting compound 108 for compound 200, the title compound 201 was obtained in 
55% yield. MS: (calc.) 390.8; (obt.) 413 (M + Na)\ 

Step 2: Di-tert-butyl 4-fluoro-2-nitro-5-(thiophen-2-yl)phenylcarbamate (202): 
[0421] Following the same procedure described in Example 1 , step 2 (scheme 1), but 
substituting bromoarene 2 for compound 201, the title compound 202 was obtained (36% yield). J H 
NMR: (CDCI3) 8 (ppm): 7.85 (d, J= 10.4 Hz, 1H), 7.56-7.54 (m, 1H), 7.49 (d, J=6.8 Hz, 1H), 7.44 
(dd, J=1.2, 5.2 Hz, 1H), 7.10 (dd, J=0.8, 5.2 Hz, 1H), 1.36 (bs, 18H). MS: (calc.) 438.4; (obt.) 
239.1 (MH-2 tert-Boc) + . 

Step 3: 4-FIuoro-2-nitro-5-(thiophen-2-yl)benzenamine (203) 

[0422] Following the procedure described in Example 27, step 3 (scheme 20) but substituting 
compound 111 for compound 202, the title compound 203 was obtained (32% yield). ! H NMR: 
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(CD3OD) 8 (ppm): 7.86 (d, J= 12.0 Hz, 1H), 7.63-7.60 (m, 2H), 7.31 (d, J=6.8 Hz, 1H), 7.17 ft, 
J=4.4 Hz, 1H). MS: (calc.) 238.3; (obt.) 239.1 (MH) + . 

Step 4: 4-((3,4-dimethoxyphenylamino)methyl)-N-(4-fluoro-2-nitro-5-(thiophen-2- 
yl)phenyl)benzamide (204): 

[0423] Following the procedure described in Example 1 , step 3 (scheme 1) but substituting 
compound 3 for compound 203, the title compound 204 was obtained (89% yield). *H NMR: (DMSO) 
8 (ppm): 10.70 (bs, 1H), 8.17 (d, J=7.2z, 1H), 8.10 (d, J=10.8 Hz, 1H), 7.90 (d, J=8.8 Hz, 2H), 
7.85 (dd, J=5.2; 1.2 Hz, 1H), 7.73 (d, J=4.0 Hz, 1H), 7.52 (d, J=8.8 Hz, 2H), 7.62 (dt, J=5.2; 1.2 
Hz, 1H), 6.40 (d, J=8.8 Hz, 1H), 6.31 (d, J=2.4 Hz, 1H), 6.01-5.96 (m, 2H), 4.31 (d, J=6.6 Hz, 2H), 
3.65 (s, 3H), 3.58 (s, 3H). MS: (calc.) 507.5; (obt.) 508.3 (MH) + . 

Step 5: 4-{(3,4-Dimethoxyphenylamino)methyl)-N-|2-amjno-4-fluoro-5-(thiophen-2- 
yl)phenyl)benzamide (205): 

[0424] Following the procedure described in Example 1, step 4 (scheme 1) but substituting 
compound 5 for compound 204 and running the reaction at room temperature, the title compound 
205 was obtained (41% yield). 1 H NMR: (DMSO) 8 (ppm): 9.65 (s, 1H), 7.96 (d, J=8.0 Hz, 2H), 7.48- 
7.51 (m, 4H), 7.31 (d, J=4.0 Hz, 1H), 7.11 (d, J=4.0 Hz, 1H), 6.80 (d, J=8.8 Hz, 1H), 6.50 (d, 
J=13.6 Hz, 1H), 6.35 (d, J=2.8 Hz, 1H), 6.03-6.01 (m, 2H), 5.50 (bs, 2H), 4.34 (d, J=6.0 Hz, 2H), 
3.70 (s, 3H), 3.62 (s, 3H). MS: (calc.) 477.6; (obt.) 478.4 (MH) + . 



Example 57a 




N-(5-(l-Methyl-lH-imidazol-2-ylthio)-2-amino-4-fluorophenyl)-4-((3,4- 
dimethoxyphenylamino)methyl)benzamide (209a) 
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Scheme 42 




HX (207a or 207 b) 
K 2 C0 3 , DMF, 60°C h * N 
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H 

210 




NaH, DMF, 50°C M 
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211 



XX 



1: 4, BOP, NaH, pyridine 

2: SnCI 2 x 2H 2 0, NH 4 OAc 
THF, MeOH 



MeO" 




H 212 
BOP, NaH, Py 

2. SnCI 2 x 2H 2 0, NH 4 OAc 
THF, MeOH 



209a: Example 57a 
209b: Example 57b 



a:X= - -S-<' J 
N 




Me 






213: Example 58 



Step 1: 5-(l-Methyl-lH-imidazol-2-ylthio)-4-fluoro-2-nitrobenzenamine (208a): 
[0425] To a stirred solution of 206 (500mg, 2.8 mmol) in DMF (20 mL), was added 1-methyl-lH- 
imidazole-2-thiol (207a, 2.8 mmol, 328 mg) and potassium carbonate (1.58 g, 11.49 mmol). The 
reaction mixture was stirred at 60° for 5 hours. Ethyl acetate was added and K 2 C0 3 was removed by 
filtration. The filtrate was concentrated, evaporated under reduced pressure and the residue was 
purified by flash chromatography on silica gel, eluents hexane-EtOAc (1:2), then EtOAc (100%) to 
afford 208a (751mg, 98% yield). MS: (calc.) 268.3; (obt.) 269.1 (MH) + . 

Steps 2-3: N-(5-(l-Methyl-lH-imidazol-2-ylthio)-2-amino-4-fluorophenyl)-4-((3,4- 
dimethoxyphenylamino)methyl)benzamide (209a): 

[0426] Following the procedures described in Example 1, steps 3 and 4 (scheme 1) but 
substituting compound 3 for compound 208a the title compound 209a was obtained in 28% yield. 
'H IMMR: (DMSO) 6 (ppm): 9.5 (s, 1H), 7.86 (d, J=8.4 Hz, 2H), 7.43 (d, J=8.4 Hz, 2H), 7.2 (s, 1H), 
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7.10 (d, J=8.4 Hz, 1H), 6.90 (s, 1H), 6.6 (d, J=8.8 Hz, 1H), 6.56 (d, J=11.6 Hz, 1H), 6.29 (d, J=2.4 
Hz, 1H), 5.95 (dd, J=2.4, 8.8 Hz, 2H), 5.52 (bs, 2H), 4.28 (bs, 2H), 3.64 (s, 6H), 3.57 (s, 3H). MS: 
(calc.) 507.6; (obt.) 508.4 (MH) + . 



Step 1: 5-(4-(lH-lmidazol-l-yl)phenoxy)-4-fluoro-2-nitrobenzenamine (208b) 
[0427] Following the same procedure as described in Example 57a, step 1 (scheme 42) but 
substituting imidazole 207a for 4-(lH-imidazol-l-yl)phenol (207b), the compound 208b was obtained 
in 23% yield. MS: (calc.) 314.6; (obt.) 315.1 (MH) + . 

Step 2-3: 4-((3,4-DimethoxyphenyIamino)methyl)-N-(5-(4-(lH-imidazol-l-yl)phenoxy)-2- 
amino-4-fluorophenyl)benzamide (209b) 

[0428] Following the procedures described in Example 1 , steps 3 and 4 (scheme 1 ) but 
substituting compound 3 for compound 208b the title compound 209b was obtained in 65% yield. 
! H NMR: (DMSO) 5 (ppm): 7.87 (d, J=8.4 Hz, 2H), 7.75 (bs, 1H), 7.60 (d, J=8.0 Hz, 2H), 7.44 (d, 
J=8.4 Hz, 2H), 7.26 (bs, 1H), 7.14 (d, J=8.0 Hz, 1H), 7.03 (d, J=8.0 Hz, 2H), 6.723 (d, J=13.2 Hz, 
1H), 6.62 (d, J=8.4 Hz, 1H), 6.29 (d, J=2.4 Hz, 1H), 5.96 (dd, J=2.4, 8.8 Hz, 2H), 4.28 ( bs, 2H), 
3.64 (s, 3H), 3.57 (s, 3H). MS: (calc.) 553.6; (obt.) 554.5 (MH) + . 



Example 57b 




N 



4-({3,4-Dimethoxyphenylamino)methyl)-N-(5-(4-(lH-imidazol-l-yl)phenoxy)-2-amino-4- 

fluorophenyl)benzamide (209b) 



Example 58 




4-Acetamido-N-(2-amlno-4-fluoro-5-(lH-pyrrol-l-yl)phenyl)benzamlde (213) 
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Step i: 4-Fluoro-2-nitro-5-(lH-pyn-ol-l-yI)benzenamine (211): 

H^n n S °' Uti0n * ** *°° "* ^ mm °° ^ ^ (210 ' 239 « L - ^ mmoO 

n DMF (10 mU was added NaH (207 mg, 5.17 mmol). The reaction mixture was stirred for 18 

hours at 50°, quenched with water (100 mL) and extracted with DCM (2x50 mL). The organic phase 

was dned with magnesium sulfate and concentrated under reduced pressure. The residue was 

P«M by flash chromatography on silica gel, e.uents hexanes-EtOAc 4:1, then hexanes-EtOAc VI 

to afford the title compound 211 (145 mg, 25% yield). >H NMR: (DMSO) 8: 7.94 (d J-12 0 Hz 1H) 

Step 2-3; 4.Aceta mi do-N-(2.ami„o.4-f^ 

[0430] Following the procedures described in Example 1, steps 3 and 4 (scheme 1) but 
substring amine 3 for compound 21 1, and the acid 4 for 4-acetamidobenzoic acid (212) the title 
compound 213 was obtained in 40% yield. 'H NMR: (DMSO)5 (ppm):10.11 (s, 1H) 948 (s 1H) 
7-83 (d, J=8.4 Hz, 2H), 7.56 (d, J = 8.8 Hz, 2H), 7.20 (d, J=8.4 Hz, 1H), 6.86 (dd, J = 2 0 4 0 Hz 
2H 6 62 (d, J= 12.8Hz, 1H), 6.10 (2H, dd, J=2.0, 4.0 Hz, 2H), 5.28 (bs, 2H), 2.09 (s, 3H). MS" ' 
(calc.) 352.36; (obt.) 353.2 (MH)\ 



Example 59 




4-(|3 I 4-dimethoxyphenylamino)methyl)-N-(2-amino-4-fluoro-5-indole-5- 
carbonitrilejbenzamide (218) 
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Scheme 43 
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218: Example 59 



1:4, BOP, NaH.Py 

_ 2: SnCI 2 x 2H 2 0, 
F NH 4 OAc,THF. MeOH 




TFA/DCM 



NC 



217 



Step 1: Di-tert-butyl 4,5-difluoro-2-nitrophenylcarbamate (214) 
[0431] Following the procedure described in Example 43, step 2 (scheme 31) but substituting 
compound 148 for compound 206, the title compound 214 was obtained in 89% yield. 'H NMR: 
(CDCI3) 8 (ppm): 7.99 (dd, J= 7.6, 9.6 Hz, 1H), 7.18(dd, J= 7.2, 9.6 Hz, 1H), 1.42 (bs, 18H). MS: 
(calc.) 374.3; (obt.) 397.2 (MNa)\ 

Step 2: Di-tert-butyl 5-(5-cyano-lH-indol-l-yl)-4-fluoro-2-nitrophenylcarbamate (216): 
[0432] Following the same procedure as described in Example 57a, step 1, but substituting DMF 
for DMSO and l-methyl-lH-imidazole-2-thiol (207a) for lH-indoie-5-carbonitrile (215) the title 
compound 216 was obtained in 28% yield. 'H NMR: (CDCI 3 ) 8 (ppm): 9.71 (bs, 1H), 8.88 (d, J=3.2 
Hz, 1H), 8.21 (d, J=10.8 Hz, 1H), 8.02 (s, 1H), 7.55 (bs, 1H), 7.43 (dd, J=2.4, 6.0 Hz, 1H), 6.83 (d, 
J=3.6 Hz, 1H), 1.55 (s, 18H). MS: (calc.) 496.5; (obt.) 436.3 (M+K)\ 

Step 3: l-(5-Amlno-2-fluoro-4-nitrophenyl)-lH-indole-5-carbonitrile (217) 
[0433] Following the procedure described in Example 27, step 3 (scheme 20) but substituting 
111 for compound 216, the title compound 217 was obtained in 99% yield. MS: (calc.) 296.3; (obt.) 
297.2 (MH) + . 

Steps 4-5: 4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-4-fluoro-5-indole-5- 
carbonitrile)benzamide (218) 
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Following the procedures described in Example 1, steps 3 and 4 but substituting compound 3 for 
compound 217 the title 218 was obtained in 41% yield. 'H NMR: (DMSO) 5 (ppm): 8.08 (bs, 1H), 
7.96 (d, J=8.0 Hz, 2H), 7.54 (d, J=8.0 Hz, 2H), 7.41-7.50 (m, 2H), 7.40 (d, J=8.0 Hz, 1H), 7.35 (d, 
J=7.6 Hz, 1H), 5.83 (d, J=8.0 Hz, 1H), 6.80 (d, J=2.4 Hz, 1H), 6.72 (d, J=8.8 Hz, 1H), 6.38 (d, 
J=2.4 Hz, 1H), 6.15 (dd, J=2.4, 8.8 Hz, 1H), 4.41 (bs, 2H), 3.76 (s, 3H), 3.73 (s, 3H). MS: (calc.) 
535.5; (obt.) 536.3 (MH) + . 



Example 60 




4-Acetamido-N-(2-amino-4-(thiazol-2-yl)phenyl)benzamide (223) and 

Example 61a 




H 



4-Acetamido-N-(2-amino-5-(thiazol-2-yl)phenyl)benzamide (224a) 
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H2S(g), Et3N, Py 




Scheme 44 
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223: Example 60 




V 




SnCI 2 x 2H 2 0, NH 4 OAc 
MeOH, THF 



221a-c 



o 

H 



a: R = R 1 = H; 
b:R=Ph, R' = H 
c: R = R 1 = Me; 



H,N 



pyridine, CH S CN, 0°C 




222a-c 



Step 1: 4-Amino-3-nitrobenzothioamide (220) 

[0434] To a stirred solution of 219 (1.96 g, 12.02 mmol) in pyridine (15 mL) and Et 3 N (6ml) was 
bubbled hydrogen sulfide for 40 minutes. When the reaction was completed nitrogen was bubbled for 
another 40 min. The residue was diluted in DCM and washed with water, HCI 10% and brine. Organic 
phases were collected, dried with sodium sulfate and concentrated under reduced pressure to afford 
the title compound 220 (2.11 g, 89% yield). J H NMR: (DMS0) 8 (ppm): 9.04 (bs, 1H), 8.31 (d, J=9.2 
Hz, 1H), 7.28 (d, J=8.8 Hz, 1H). MS: (calc.) 197.2; (obt.) 198.1(MH) + . 

Step 2: 2-Nitro-4-(thiazol-2-yl)benzenamine (221a) 

[0435] To a stirred suspension of 220 (500 mg, 2.53 mmol) in ethanol (15 mL) was added 
chloroacetaldehyde (50% solution in water, 0.796ml, 5.0 mmol). The mixture was heated at 80°C for 
18 hours, evaporated under reduced pressure and the residue was dissolved in DCM, washed with 
brine, dried with sodium sulfate and concentrated. The crude material was purified by flash 
chromatography on silica gel, eluents hexane-EtOAc (4:1), then EtOAC (100%), to afford the title 
compound 221a (104 mg, 19% yield). *H NMR: (CD 3 0D) 8 (ppm): 8.62 (d, J=2.0 Hz, 1H), 7.91 (dd, 
J=2.4, 8.8 Hz, 1H), 7.78 (d, J=3.2 Hz, 1H), 7.51 (d, J=3.2 Hz, 1H), 7.07 (d, J=8.8 Hz, 1H). MS: 
(calc.) 221.2; (obt.) 222.1 (MH)\ 
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Step 3: 4-(Thiazol-2-yl)benzene-l,2-diamine (222a) 

[0436] Following the procedure described in Example 1 , step 4 (scheme 1) but substituting 5 for 
compound 221a, the title compound 222a was obtained (53% yield). *H NMR: (CD 3 OD) 8 (ppm): 
7.68 (d, J=3.2 Hz, 1H), 7.38 (d, J=3.6 Hz, 1H), 7.26 (d, J=2.0 Hz, 1H), 7.19 (dd, J=2.0, 8.0 Hz, 
1H), 6.70 (d, J=8.0Hz, 1H). MS: (calc.) 191.2; (obt.) 192.3 (MH) + . 

Step 4. 4-Acetamido-N-(2-amino-4-(thiazol-2-yl)phenyl)benzamide (223) and 4-Acetamido- 
N-(2-amino-5-(thiazol-2-yl)phenyl)benzamide (224a) 

[0437] To a stirred suspension of 222a (47 mg, 0.25 mmol) in acetonitrile (10 mL) and pyridine 
(20 uL) was added 4-acetamidobenzoyl chloride (49 mg, 0.25 mmol) in acetonitrile (1 mL) at 0°C for 
15 min. The reaction mixture was warmed up to room temperature and stirred for 4 hours, 
concentrated under reduced pressure. The crude was diluted in DCM and washed with NaHC03 and 
brine. The organic layer was dried with Na 2 S0 4 and evaporated. The residue was purified by flash 
chromatography on silica gel, eluents hexane-EtOAc (1:3), then EtOAc (100%) to afford the title 
compounds 223 (3 mg, 4% yield) and 224a (5 mg, 5% yield). 

223: *H NMR: (CD 3 0D) 6 (ppm): 7.95 (d, J=8.8 Hz, 2H), 7.60 (d, J=3.2 Hz, 1H), 7.73-7.71 (m, 2H), 
7.56 (d, J=3.2 Hz, 1H), 7.48 (bs, 1H), 7.32 (bs, 2H), 2.17 (s, 3H). MS: (calc.) 352.4; (obt.) 353.2 



224a: X H NMR: (DMSO) 5 (ppm):10.18 (s, 1H), 9.64 (s, 1H), 8.00-7.94 (m, 5H), 7.84 (d, J=2.0 Hz, 
1H), 7.68 (dd, J=1.6, 7.2 Hz, 2H), 7.61 (dd, J=2.0, 8.4 Hz, 1H), 7.42 (dt, J=1.6, 7.2 Hz, 2H), 7.32 



4-Acetamido-N-(2-amino-5-(4-phenylthiazol-2-yl)phenyl)benzamide (224b) 
[0438] Following the same procedures as described in Example 61a, steps 1-4 (scheme 44) but 
substituting chloroacetaldehyde in the second step by 2-chloro-l-phenylethanone, the title 224b was 
obtained in 24% overall yield. 



(MH) + . 





310 



WO 2005/030705 



PCT/US2004/031591 



Example 61c 




4-Acetamido-N-(2-amino-5-(4,5-dimethylthiazol-2-yl)phenyl)benzamide (224c) 
[0439] Following the same procedures as described in Example 61a, steps 14 (scheme 44) but 
substituting chloroacetaldehyde in the second step by 3-chlorobutan-2-one, the title 224c was 
obtained in 3% overall yield. 

Scheme 45 




4-Acetamido-N-(2-amino-5-(benzo[d]oxazol-2-yl)phenyl)ben2amide (228) 
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Step 1: 3-Nitro-4-benzenamine imidate (225) 

[0440] Hydrogen chloride was bubbled into a reaction flask containing absolute ethanol (1 0 mL) 
during 5 min at 0°C. The compound 219 (2.00 g, 12.26mmol) was added to the solution. The 
mixture was stirred at room temperature for 18 h, concentrated under reduced pressure and the 
solid residue was triturated with ethyl acetate to afford the title compound 225 as a yellow solid 
(2.72 g, 79% yield). l H NMR: (DMSO) 8 (ppm): 8.40 (d, J=2.0Hz, 1H), 8.05 (bs, 2H), 7.65 (dd, 
J=2.0, 8.8 Hz, 1H), 7.06 (d, J=8.8 Hz, 1H). MS: (calc.) 209.2; (obt.) 210.1 (MH) + . 

Step 2: 4-{Benzo[d]oxazol-2-yl)-2-nitrobenzenamine (226): 

[0441] The imidate 225 (500mg, 1.77 mmol) in anhydrous ethanol (25 mL) was treated with o- 
aminophenol (232mg, 2.1 mmol) and heated in a sealed flask at 95°C for 5 h. The solvent was 
evaporated under reduced pressure and the residue was triturated with ethyl acetate to afford the 
title compound 226 (517 mg, quant, yield.). ! H NMR: (DMSO) 5 (ppm): 8.45 (d, J=2.0 Hz, 1H), 8.14 
(dd, J=2.0, 8.8 Hz, 1H), 8.06 (bs, 2h), 7.79-7.75 (M, 2H), 7.41-7.39 (m, 2h), 7.20 (d, J=1.6 Hz, 1H). 
MS: (calc.) 255.2; (obt.) 256.0 (MH) + . 

Step 3: 4-(Benzo[d]oxazol-2-yl)benzene-l,2-diamine (227): 

[0442] To a stirred solution of 226 (517 mg, 1.77 mmol) in methanol (20 mL) was added 
palladium on charcoal (10%, 188 mg). The reaction was stirred under hydrogen atmosphere for 18 
hours, filtered through a celite pad; the filtrate was evaporated under reduced pressure to afford title 
compound 227 (350 mg, 87% yield). J H NMR: (DMSO) 8 7.673-7.641 (rn, 2H), 7.39 (d, J=2.0 Hz, 
1H), 7.32-7.30 (m, 3H), 6.64 (d, J=8.0 Hz, 1H). MS: (calc.)225.2; (obt.) 226.1 (MH) + . 

Step 4. 4-Acetamido-N-(2-amino-5-(benzo[d]oxazol-2-yl)phenyl)benzamide (228): 
[0443] To a stirred suspension of 227 (350 mg, 1 .55 mmol) in acetonitrile (20 mL) and pyridine 
(2ml) was added 4-acetamidobenzoyl chloride (307 mg, 1.55 mmol) in acetonitrile (5 ml) at 0°C. The 
solution was warmed up to room temperature and stirred for 4 hours. The reaction mixture was 
concentrated under reduced pressure and the residue was purified by flash chromatography on silica 
gel, eluents hexane-EtOAc (1:3), then EtOAc (100%), to afford 228 as a beige solid (5 mg, 1% yield). 
>H NMR: (DMSO) 8 (ppm): 10.22 (s, 1H), 9.62 (s, 1H), 8.05 (d, J=2.4 Hz, 1H), 7.89 (d, J=8.4Hz, 
2H), 7.80 (1H, dd, J=2.0, 8.4 Hz, 1H), 7.68-7.73 (m, 4H), 7.33-7.35 (m, 2H), 6.91 (d, J=8.4 Hz, 
1H), 5.86 (bs, 2H), 2.12 (s, 3H). MS: (calc.) 386.41; (obt.) 387.1 (MH) + . 
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CI 




(E)-3~(4-((3-Chlorophenylamm^ 

yl)phenyl)acrylamide (232) 
Scheme 46 



1 . NaH, BOP, pyridine, 




Step 1. (E}-3-(4-((3-Chlorophenylamino)methyl)phenyl)acrylic acid (231) 
[0444] To a solution of (E)-3-(4-formylphenyl)acrylic acid 229 (1 g, 5.67 mmol) and 3- 
chlorobenzenamine 230 (596 DL, 5.67 mmol) in THF (8 ml), dibutyltin dichloride (173 mg, 0.57 
mmol) was added followed by dropwise addition of phenylsilane (697 uL, 5.67 mmol). The resulting 
mixture was stirred at room temperature in the nitrogen atmosphere overnight, diluted with MeOH 
and concentrated under reduced pressure. The solid residue was triturated with DCM to yield the title 
compound 231 (1.24g, 76% yield). X H NMR: (DMSO) 5 (ppm): 7.61 (d, J=8.0 Hz, 2H), 7.53 (d, 
J=16.0 Hz„ 1H), 7.34 (d, J=8.4 Hz, 2H), 7.00 (t, J=8.0 Hz, 1H), 6.53 (t, J=2.0 Hz, 1H), 6.49-6.48 
(m, 2H), 6.46 (d, J=16.0Hz, 1H), 4.28 (bs, 2H). MS: (calc.)287.7; (obt.) 288.1 (MH) + . 
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Steps 2-3. (E)-3-(4-({3-Chlorophenylamino)methyl)phenyl)-N-(2-amino-5-(thiophen-2- 
yl)phenyl)acrylamide (232) 

[0445] Following the procedure described in Example 1 , steps 3-4 (scheme 1) but substituting 
acid 4 for the acid 231 title compound 232 was obtained in 60% yield. ] H NMR: (DMSO) 5 (ppm): 
9.42 (bs, 1H), 7.66-7.32 (m, 7H), 7.22-7.14 (m, 2H), 7.10-7.00 (m, 2H), 6.87-6.74 (m, 1H), 6.62- 
6.50 (m, 4H), 5.19 (bs, 1H), 4.29 (d, J= 5.6Hz, 2H). MS: (calc.) 459.2; (obt.) 460.3 (MH) + . 

Example 64 




6-Acetamido-N-(2-amino-5-(thiophen-2-yl)phenyl)pyridine-3-carboxamide (235) 



Scheme 47 

INaH. BOP, Pyridine, 




235: Example 64 



Step 1: 6-Acetamidopyridine-3-carboxylic acid (234) 

[0446] To a stirred solution of 233 (2g, 14.48 mmol) in pyridine (60 mL) was added acetic 
anhydride (1.62 mL, 15.93 mmol). The reaction mixture was heated to 130°C in a sealed vessel, 
stirred for 16 hours, concentrated under reduced pressure to 30 mL and cooled to 0 °C. The 
resulting precipitate was filtered, washed with cold pyridine and water, and dried. This afforded 234 
as a white solid (1.85 g, 71% yield). ! H-NMR (DMSO) 8: 10.82 (s, 1H), 8.77 (dd, J=2.2, 0.8 Hz, 1H), 
8.20 (dd, J=8.7, 2.2 Hz, 1H), 8.14 (d, J=8.7 Hz, 1H), 2.12 (s, 3H). 
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Steps 2-3: 6-Acetam«do-N-(2-amino-5-(thiophen-2-yl)phenyl)pyridine-3-carboxamide (235) 
[0447] Following the procedures described in Example 1 , steps 3 and 4 (with DMF as a co- 
solvent), but substituting acid 4 for the acid 234, the title compound 235 was obtained as a yellow 
solid (20 mg, 9 % yield). >H NMR: (DMSO) 8 10.79 (br s, 1H), 9.75 (br s, 1H), 8.90 (s, 1H), 8.31 (d, 
J=9.4 Hz, 1H), 8.15 (d, J=8.5 Hz, 1H), 7.42 (s, 1H), 7.33 (m, 1H), 7.28 (d, J=8.5 Hz, 1H), 7.22 (s, 
1H), 7.02 (m, 1H), 6.78 (d, J=8.0 Hz, 1H), 5.20 (br s, 2H), 2.13 (s, 3H) 

Example 65a 

CO*" 

N-(2-amino-5-(thiophen-2-yl)phenyl)quinoxaline-6-carboxamide (238a) 

Scheme 48 

1. LiOHJHF, H 2 0 
2. NaH, BOP, Pyridine, 




2-Nitro-5-thiophen-2-yl-antline (3) 
3. SnCi 2 x 2H 2 0, NH 4 OAc, 
THF, DMF, MeOH 



Q-Q-no 2 

, NH 2 



238a: Example 65a 
238b: Example 65b 
238c: Example 65c 

Step 1: Methyl quinoxaline-6-carboxylate (237a) 

[0448] To a stirred solution of 3,4-diamino-benzoic acid methyl ester (236, 2 g, 12.03 mmol) in 
isopropanol (50 mL) was added oxaldehyde as a 40% solution in water (13.23 mmol, 1.52 mL). The 
reaction mixture was heated at 80°C for 2 hours, the solvent was removed under reduced pressure 
and the residue was dried under vacuum to yield 237a as a yellow solid (2.09 g, 93% yield). *H 
NMR: (DMSO) 5 9.01 (s, 2H), 8.54 (d, J=1.6 Hz, 1H), 8.23 (dd, J=8.6, 2.0 Hz, 1H), 8.14 (dd, J=8.6, 
0.6 Hz, 1H), 3.35 (s, 3H). 
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Steps 2-4: N-(2-Amino-5-{thiophen-2-yl)phenyl)quinoxaline-6-carboxamide (238a) 
[0449] Following the same procedure as described in Example 4 step 3 and then the procedures 
described in Example 1, steps 3 and 4, (with DMF as a co-solvent), the title compound 238a was 
obtained as an orange solid in 26% yield (over the 3 steps). 'H NMR: (DMSO) 8 10.09 (br s, 1H), 
9.04 (dd, J=6.7, 1.8 Hz, 2H), 8.79 (d, J=1.8 Hz, 1H), 8.37 (dd, J=8.9, 2.0 Hz, 1H), 8.20 (d, J=8.6 
Hz, 1H), 7.51 (d, J=2.2 Hz, 1H), 7.34 (dd, J=4.9, 1.0 Hz, 1H), 7.30 (dd, J=2.1, 8.1 Hz, 1H), 7.24 
(dd, J=3.5, 1.2 Hz, 1H), 7.04 (dd, J=4.9, 3.5 Hz, 1H), 6.81 (d, J=8.2 Hz, 1H), 5.28 (br s, 2H). 

Example 65b 




^ NH 2 

N-(2-Amino-5-(thiophen-2-yl)phenyl)-2,3-di(furan-2-yl)quinoxaline-6-carboxamide (238b) 

Steps 1-4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-2,3-di(furan-2-yl)quinoxaline-6-carboxamide 
(238b) 

[0450] Following the same procedures as described in Example 65a but substituting in the step 
1 oxaldehyde with l,2-di(furan-2-yl)ethane-l,2-dione, the title compound 238b was obtained as an 
yellow solid in 28% yield (over the four steps). *H NMR: (CD 3 OD) 8 8.56 (s, 1H), 8.21 (d, J=8.6 Hz, 
1H), 8.03 (d, J=8.8 Hz, 1H), 7.63 (s, 2H), 7.45 (d, J=1.7 Hz, 1H), 7.27 (d, J=8.4 Hz, 1H), 7.13 - 
7.12 (m, 2H), 6.90 (t, J=4.1 Hz, 1H), 6.83 (d, J=8.4 Hz, 1H), 6.69 (t, J=3.9 Hz, 2H), 6.55 - 6.56 (m, 
2H). 



Example 65c 




N-(2-Amino-5-(thiophen-2-yl)phenyl)-2 r 3-di(thiophen-2-yl)qulnoxaline-6-carboxamide 

(238c) 
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Steps 1-4: N-{2-Amino-5-(thiophen-2-yl)phenyl)-2 r 3-di(thiophen-2-yl)quinoxaline-6- 
carboxamide (238c) 

[0451] Following the same procedure as described in Example 65a but substituting in the step 1 
oxaldehyde with l,2-di(thiophen-2-yl)ethane-l,2-dione, the title compound 65c was obtained as an 
yellow solid in 25% yield (over the four steps). l H NMR: (DMSO) 8 10.09 (s, 1H), 8.75 (d, J=1.8 Hz, 
1H), 8.32 (dd, J=8.6, 2.0 Hz, 1H), 8.12 (d, J=8.6 Hz, 1H), 7.84 - 7.82 (m, 2H), 7.52 (d, J=2.0 Hz, 
1H), 7.35 - 7.24 (m, 5H), 7.14 - 7.1 1 (m, 2H), 7.03 (dd, J=5.0, 3.5 Hz, 1H), 6,81 (d, J=8.4 Hz, 1H), 
5.29 (s, 2H). 



Example 66 




242: Example 66 241 



Step 1: 4-(Morpholinomethyl)benzoic acid (240) 

[0452] To a stirred solution of 4-bromomethyR>enzoic acid (239, 1.5 g, 6.78 mmol) in THF (15 
ml_) was added morpholine (0.61 mL, 6.78 mmol). The reaction mixture was allowed to stir for 10 
minutes before the resulting white precipitate was filtered off and discarded. The filtrate was 
evaporated under reduced pressure and the remaining solid was dried under vacuum to afford the 
title compound 240 as a white solid (1.15 g, 75 % yield). ] H NMR: (DMSO) 5 7.89 - 7.86 (m, 2H), 
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7.52 (d. J=8.4 Hz, 1H), 7.41 (d, J=8.0 Hz, 1H), 4.12 (s, 2H), 3.75 - 3.72 (m, 1H), 3.56 - 3.58 (m, 
4H), 3.10 - 3.07 (m, 1H), 2.45 - 2.35 (m, 2H). 

Step 2: 4-{Morpholinomethyl)-N-(2-nitro-5-|thiophen-2-yl)pheny!)benzamide (241) 
[0453] To a stirred solution of 240 (221 mg, 1.0 mmol) in DCM (10 mL) was added oxalyl 
chloride (2M, 0.5 mL, 1.0 mmol) and DMF (1 drop). The resulting solution was stirred for 20 minutes. 
The DCM was removed under reduced pressure and pyridine was added (10 mL), followed by 2-nitro- 
5-thiophen-2-yl-aniline (3, 220 mg, 1.0 mmol), and NaH (160 mg, 4.0 mmol). The reaction mixture 
was stirred for 1 hour before being quenched with acetic acid (2.0 mL). The pyridine was removed 
under reduced pressure and the residue was purified by flash chromatography on silica gel, eluent 
EtOAc-hexanes (4:1), to afford the title compound 241 as an orange solid (75 mg, 18% yield). 

Step 3: N-(2-amino-5-(thiophen-2-yl)phenyl)-4-(morpholinomethyl)benzamide (242) 
[0454] Following the same procedure as described in Example 1 , step 4, and the title compound 
242 was obtained as beige solid in 59% yield. *H NMR: (CDCI 3 ) 5 8.61 - 8.59 (m, 1H), 8.02 (br s, 
1H), 7.86 (d, J=8.0 Hz, 2H), 7.53 (br s, 1H), 7.44 (d, J=8.0 Hz, 2H), 7.33 (dd, J=8.2, 2.2 Hz, 1H), 
7.30 - 7.26 (m, 1H), 7.17 (dd, J=5.1, 1.2 Hz, 1H), 7.15 - 7.14 (m, 1H), 7.01 (dd, J=5.1, 3.5 Hz, 
1H), 6.82 (d, J=8.2 Hz, 1H), 3.73 (t, J=4.7 Hz, 4H), 3.57 (s, 2H), 2.47 (t, J=4.3 Hz, 4H). 



N-{2-amino-5-(thiophen-2-yl)phenyl)-5-bromobenzofuran-2-carboxamide (245a) 



Example 67a 
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Scheme 50 
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2-nitro-5-thiophen-2-yl-aniline (3) 
or (b)(i)(COCI) 2 , DCM 
(ii) pyridine, NaH, 
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OMe 



244a-f 
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a: Ri=H, R 2 =Br, R 3 =H 
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H 2 /Pd/C 



EtOAc 



246 



243b 



H 2 N 



245a: Example 67a 
245b: Example 67b 
245c: Example 67c 
245d: Example 67d 
245e: Example 67e 
245f: Example 67f 



Step 1: Methyl 5-bromobenzofuran-2-carboxylate (244a) 

[0455] To a stirred solution of 5-bromo-2-hydroxybenzaldehyde (14a, 1 .5g, 7.46 mmol) in DMF 
(20 mL), was added methyl bromoacetate (8.21 mmol, 0.78 mL) and potassium carbonate (4.12 g, 
29.84 mmol). The reaction mixture was heated at 80° and stirred for 15 hours, quenched with water 
(100 mL) and extracted with ethyl acetate (2x50 mL). The organic phase was dried with sodium 
sulfate, concentrated and the residue was purified by flash chromatography on silica gel, eluent 
hexanes-EtOAc (9:1). This afforded 244a as a white solid (650 mg, 35% yield). *H NMR: (DMSO) 5 
8.01 - 8.00 (m, 1H), 7.73 - 7.70 (m, 2H), 7.66 - 7.63 (m, 1H), 3.89 (s, 3H). 

Steps 2-4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-5-bromobenzofuran-2-carboxamide (245a) 
[0456] Following the same procedure as described in Example 4 step 3 and then the procedures 
described in Example 66 step 2, and Example 1 step 3 and 4 (with DMF as a co-solvent), the title 
compound 245a was obtained as an orange solid in 13% yield (over the three steps). J H NMR: 
(DMSO) 8 10.01 (s, 1H), 8.05 (d, J=1.6 Hz, 1H), 7.69 - 7.67 (m, 2H), 7.61 (dd, J=8.8, 2.0 Hz, 1H), 
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7.44 (d, J=2.2 Hz, 1H), 7.34 (dd, J=5.1, 1.2 Hz, 1H), 7.30 (dd, J=8.4, 2.2 Hz, 1H), 7.23 (dd, 
J=3.6, 1.2 Hz, 1H), 7.02 (dd, J=4.9, 3.6 Hz, 1H), 6.79 (d, J=8.4 Hz, 1H), 5.24 (s, 2H). 

Example 67b 
H 2 N 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-5,6-dimethoxybenzofuran-2-carboxamide (245b) 
Step 1: 2-Hydroxy-4 l 5-dimethoxybenzaIdehyde (243b) 

[0457] To a stirred solution of 2-{benzyloxy)-4,5-dimethoxybenzaldehyde (246, 5.05 g, 18.6 
mmol) in ethyl acetate (100 mL) was added 10% palladium on charcoal (250 mg). The flask was 
purged with hydrogen and then the reaction mixture was stirred under a hydrogen atmosphere (1 
atm) for 15 hours, filtered through a celite pad, the filtrate was evaporated under reduced pressure, 
and the resulting solid dried under vacuum to afford 243b as a white solid (3.3 g, 98% yield). l H 
NMR: (DMSO) 5 11.39 (s, 1H), 9.68 (s, 1H), 6.90 (d, J=2.5 Hz, 1H), 6.47 (s, 1H), 3.94 (s, 3H), 3.89 
(s, 3H). 

Steps 2 - 5: N-(2-Amino-5-(thiophen-2-yl)phenyl^ 
(245b) 

[0458] The title compound 245b was obtained as a light yellow solid in 9.1% yield (over four 
steps) following the same procedures as described in Example 67, but starting from 2-hydroxy-4,5- 
dimethoxybenzaldehyde (243b) instead of 243a, via the intermediate 244b. ] H NMR: (DMSO) 5 
9.77 (s, 1H), 7.64 (s, 1H), 7.51 (d, J=2.1 Hz, 1H), 7.37 (dd, J=5.1, 1.2 Hz, 1H), 7.33 (d, J=2.2 Hz, 
1H), 7.31 - 7.30 (m, 2H), 7.26 (dd, J=3.7, 1.2 Hz, 1H), 7.06 (dd, J=5.1, 3.5 Hz, 1H), 6.83 (d, J=8.5 
Hz, 1H), 5.22 (s, 2H), 3.88 (s, 3H), 3.85 (s, 3H). 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-5-fluorobenzofuran-2-carboxamide (245c) 





Example 67c 

H 2 N 
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Steps 1-4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-5-fluorobenzofuran-2-carboxamide (245c) 
[0459] The title compound 245c was obtained as a light yellow solid in 5.6% yield (over four 
steps) following the same procedures as described in Example 67, but starting from 5-fluoro-2- 
hydroxybenzaldehyde (243c) instead of 243a, via the intermediate 244c. 'H NMR: (DMSO) 5 9.98 
(s, 1H), 7.75 - 7.71 (m, 2H), 7.63 (dd, J=9.0, 2.8 Hz, 1H), 7.44 (d, J=2.0 Hz, 1H), 7.36 - 7.29 (m, 
3H), 7.23 (dd, J=3.5, 1.1 Hz, 1H), 7.03 (dd, J=5.1, 3.7 Hz, 1H), 6.79 (d, J=8.4 Hz, 1H), 5.24 (s, 
2H). 



N-(2-amino-5-(thiophen-2-yl)phenyl)-4,6-dichlorobenzofuran-2-carboxamide (245d) 

Steps 14: N-(2-amino-5-(thiophen-2-yl)phenyl)-4,6-dichloroben2ofuran-2-carboxamide 
(245d) 

[0460] The title compound 245d was obtained as a light yellow solid in 5.9% yield (over four 
steps) following the same procedures as described in Example 67, but starting from 2,4-dichloro-6- 
hydroxybenzaldehyde (243d) instead of 243a, via the intermediate 244d. ! H NMR: (DMSO) 8 10.04 
(s, 1H), 7.95 (dd, J=1.6, 1.0 Hz, 1H), 7.85 (s, 1H), 7.63 (d, J-1.6 Hz, 1H), 7.43 (d, J=2.2 Hz, 1H), 
7.34 (dd, J=5.1, 1.2 Hz, 1H), 7.30 (dd, J=8.4, 2.3 Hz, 1H), 7.23 (dd, J=3.5, 1.2 Hz, 1H), 7.03 (dd, 
J=5.1, 3.5 Hz, 1H), 6.78 (d, J=8.3 Hz, 1H), 5.28 (s, 2H). 



N-(2-amino-5-(thiophen-2-yl)phenyl)-4,6-dimethoxybenzofuran-2-carboxamide (245e) 



Example 67d 




Example 67e 
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Steps 1-4: N-(2-amino-5-(thiophen-2-yl)phenyl)-4,6-dimethoxybenzofuran-2-carboxamide 
(245e) 

[0461] The title compound 245e was obtained as a light yellow solid in 4.8% yield (over four 
steps) following the same procedures as described in Example 67, but starting from 2-hydroxy-4,6- 
dimethoxybenzaldehyde (243e) instead of 243a, via the intermediate 244e. l H NMR: (DMSO) 5 
9.68 {s, 1H), 7.64 (s, 1H), 7.46 (d r J=2.0 Hz, 1H), 7.32 (d, J=1.0 Hz, 1H), 7.27 (dd, J=8.2, 2.1 Hz, 
1H), 7.22 (dd, J=3.5, 1.0 Hz, 1H), 7.02 (dd, J=4.9, 3.5 Hz, 1H), 6.84 (s, 1H), 6.78 (d, J=8.4 Hz, 
1H), 6.47 (d, J=1.7 Hz, 1H), 5.20 (s, 2H), 3.90 (s, 3H), 3.83 (s, 3H). 



N-(2-amino-5-(thiophen-2-yl)phenyl)-6-{diethyIamino)benzofuran-2-carboxamide (245f) 

Steps 1-4: N-(2-amino-5-(thiophen-2-yl)phenyl)-6-(diethylamino)benzofuran-2-carboxam 
(245f) 

[0462] The title compound 245f was obtained as a light yellow solid in 18.1% yield (over four 
steps) following the same procedures as described in Example 67, but starting from 4- 
(diethylamino)-2-hydroxybenzaldehyde (243f), instead of 243a via the intermediate 244f. *H NMR: 
(DMSO) 8 9.60 (s, 1H), 7.51 - 7.49 (m, 3H), 7.33 (dd, J=5.1, L2 Hz, 1H), 7.27 (dd, J=8.2, 2.1 Hz, 
1H), 7.22 (dd, J=3.5, 1.2 Hz, 1H), 7.02 (dd, J=5.0, 3.5 Hz, 1H), 6.80-6.76 (m, 3H), 5.17 (s, 2H), 
3.40 (q, J=6.8 Hz, 4H), 1.13 (t, J=7.0 Hz, 6H). 



H 

2-Acetamido-N-(2-amino-5-(thiophen-2-yl)phenyl)pyrimidine-5-carboxamide (250) 




Example 67f 

H 2 N 



Example 68 
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Scheme 51 




CO, Pd(PPh 3 ) 2 CI 2 
NB 3l DMF t 65°C 



3 NH * 



O 




247 



248 



249 



SnCI 2 H 2 0, NH 4 OAc 
THF, DMF, MeOH 



Me' 




250: Example 68 



Step 1: N-(5-lodopyrimidin-2-yl)acetamide (248) 

[0463] 5-lodo-pyrimidin-2-ylamine (17, 1.1 g, 4.98 mmol) and acetic anhydride (14.94 mmol, 
1.41 mL) were dissolved in pyridine (20 mL) and stirred at 110°C for 48 hours. The reaction mixture 
was cooled and quenched with water (50 mL). Ethyl acetate (100 mL) was added and the resulting 
white precipitate was collected by filtration to afford title compound 248 as a white solid (300 mg, 
23% yield). ! H NMR: (DMSO) 8 10.67 (s, 1H), 8.85 (s, 2H), 2.18 (s, 3H). 

Step 2: 2-Acetamido-N-(2-nitro-5-(thiophen-2-yl)phenyl)pyrimidine-5-carboxamide (249) 
[0464] To a stirred solution of 248 (265 mg, 1.01 mmol) and Pd(PPh 3 ) 2 CI 2 (35 mg, 0.05 mmol) 
in DMF (4 mL) was added 2-nitro-5-thiophen-2-yl-an iline (3, 288 mg, 1.3 mmol) and triethylamine (1.5 
mmol, 0.2 mL). The solution was purged with carbon monoxide and pressurized to 65 psi before 
being heated at 65°C with stirring for 15 hours. The solution was cooled and diluted with ethyl 
acetate (20 mL). The resulting yellow precipitate was collected by filtration to afford 249 as a yellow 
solid (145 mg, 40% yield). *H NMR: (DMSO) 5 11.02 (s, 1H), 10.97 (s, 1H), 9.15 (s, 2H), 8.10 (d, 
J=8.6 Hz, 1H), 8.03 (d, J=2.0 Hz, 1H), 7.80-7.76 (m, 3H), 7.26 (dd, J=4.9, 3.7 Hz, 1H), 2.28 (s, 



3H). 
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Step 3: 2-Acetamido-N-(2-amino-5-(thiophen-2-yl)phenyl)pyrimidine-5-carboxamide (250) 
[0465] Following the same procedure as described in Example 1, step 4, (with DMF as a co- 
solvent), the title compound 250 was obtained as a yellow solid in 32% yield. *H NMR: (DMSO) 8 
10.90 (s, 1H), 9.87 (s, 1H), 9.16 (s, 2H), 7.47 (d, J=2.2 Hz, 1H), 7.36 (dd, J=5.1, 1.2 Hz, 1H), 7.32 
(dd, J=8.4, 2.2 Hz, 1H), 7.25 (dd, J=3.5, 1.1 Hz, 1H), 7.05 (dd, J=5.1, 3.7 Hz, 1H), 6.81 (d, J=8.4 
Hz, 1H), 5.33 (br s, 2H), 2.26 (s, 3H). 

Example 69a 




-NH 
NH 2 

N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(3,5-dimethyl-lH-pyrazol-l-yI) (253a) 



Scheme 52 
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253a: Example 69a 
253b: Example 69b 



Step 1: 4-(3,5-Dimethyl-lH-pyrazoI-l-yl)benzoic acid (252a) 

[0466] 4-Hydrazinylbenzoic acid (251a, 2 g, 13.2 mmol) and pentane-2,4-dione (1.35 ml_, 13.2 
mmol) were dissolved in isopropanol (40 mL) and refluxed for 15 hours. The solvent was removed 
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under reduced pressure to afford 252a as a white solid (2.85 g, 99% yield). ! H NMR: (DMSO) 8 8.04 
(d, J=8.6 Hz, 2H), 7.66 (d, J=8.8 Hz, 2H), 6.14 (s, 1H), 2.39 (s, 3H), 2.22 (s, 3H). 

Steps 2- 3: N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(3,5-dimethyl-lH-pyrazol-l- 
yl)benzamide (253a) 

[0467] Starting from the acid 252a and following the same procedures as described in Example 
66 step 2, and Example 1 step 4, (with DMF as a co-solvent), the title compound 253a was obtained 
as a white solid in 14% yield (over two steps). ! H NMR: (DMSO) 8 9.81 (s, 1H), 8.09 (d, J=8.4 Hz, 
2H), 7.64 (d, J=8.6 Hz, 2H), 7.46 (d, J=2.0 Hz, 1H), 7.33 (dd, J=5.1, 1.2 Hz, 1H), 7.28 (dd, J=8.2, 
2.2 Hz, 1H), 7.23 (dd, J=3.5, 1.0 Hz, 1H), 7.03 (dd, J=5.1, 3.5 Hz, 1H), 6.80 (d, J=8.3 Hz, 1H), 
6.12 (s, 1H), 5.19 (s, 2H), 2.38 (s, 3H), 2.20 (s, 3H). 

Example 69b 




NH 2 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(2,5-dimethyl-lH-pyrrol-l-yl)benzamide (253b) 
Step 1: 4-(3,5-Dimethyl-lH-pyrazol-l-yl)benzoic acid (252b) 

[0468] 4-Aminobenzoic acid (251b, 1.5 g, 10.9 mmol) and hexane-2,5-dione (1.28 ml_, 10.9 
mmol) were dissolved in isopropanol (40 mL) and refluxedfor 15 hours. The solvent was removed 
under reduced pressure to afford 252b as a white solid (2.35 g, 99% yield). 'H NMR: (DMSO) 8 8.02 
(d, J=8.6 Hz, 2H), 7.36 (d, J=8.6 Hz, 2H), 5.81 (s, 2H), 1.98 (s, 6H). 

Steps 2 - 3: N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(2,5-dimethyl-lH-pyrrol-l-yl)benzamide 
(253b) 

[0469] Starting from the acid 252b and following the same procedures as described in Example 
66 step 2, and Example 1 step 4, (with DMF as a co-solvent), the title compound 253b was obtained 
as beige solid in 28% yield over two steps. 'H NMR: (DMSO) 8 9.85 (s, 1H), 8.14 (d, J=8.4 Hz, 2H), 
7.49 (d, J=2.0 Hz, 1H), 7.44 (d, J=8.4 Hz, 2H), 7.37 (dd, J=5.1, 1.2 Hz, 1H), 7.32 (dd, J=8.5, 2.4 
Hz, 1H), 7.26 (dd, J=3.6, 1.0 Hz, 1H), 7.07 (dd, J=5.1, 3.5 Hz, 1H), 6.83 (d, J=8.4 Hz, 1H), 5.86 
(s, 2H), 5.24 (s, 2H), 2.05 (s, 6H). 



325 



WO 2005/030705 



PCT/US2004/031591 



Example 70a 




N-(2-amino-5-(thiophen-2-yl)phenyl)benzo[d][l y 3]dioxole-5-carboxam (256a) 

Scheme 53 
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256a: Example 70a 
256b: Example 70b 
256c: Example 70c 



Step 1: Benzo[d][l,3]dioxole-5-carboxylic acid (255a) 

[0470] To a stirred solution of benzo[d][l ,3]dioxole-5-carbaldehyde (254a, 2 g, 13.3 mmol), 
Na 2 H 2 P0 4 (6.38 g, 53.2 mmol), and 2-methyl-2-butene (9.85 ml_, 93.1 mmol) in t-BuOH (41 mL) and 
water (17 mL) was added sodium chlorite (7.19 g, 79.9 mmol). The resulting reaction mixture was 
stirred for 2 hours at room temperature. Water (100 mL) and 1M HCI (25 mL) were added and the 
mixture was extracted with EtOAc (2 x 50 mL). The organic phase was separated, dried with sodium 
sulfate and evaporated under reduced pressure. The resulting solid was triturated with EtOAc (20 
mL) to yield the title compound 255a as a white solid (1.9 g, 86% yield). *H NMR: (DMSO) 5 12.72 
(br s, 1H), 7.53 - 7.50 (m, 1H), 7.34 - 7.32 (m, 1H), 6.99 - 6.95 (m, 1H), 6.10 (s, 2H). 

Steps 2-3: N-(2-Amino-5-(thiophen-2-yl)phenyl)benzo[d][l,3]dfoxole-5-carboxamide 
(256a) 

[0471] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), the title compound 256a was obtained as a light orange solid in 22% yield (over two 
steps). 'H NMR: (DMSO) 5 9.59 (s, 1H), 7.60 (dd, J=8.0, 1.6 Hz, 1H), 7.55 (d, J-1.6 Hz, 1H), 7.43 
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(d, J=2.2 Hz, 1H), 7.35 (dd, J=4.9, 0.6 Hz, 1H), 7.29 (dd, J=8.2, 2.2 Hz, 1H), 7.24 (dd, J=3.7, 1.0 
Hz, 1H), 7.06 - 7.04 (m, 2H), 6.79 (d, J=8.2 Hz, 1H), 6.13 (s, 2H), 5.15 (br s, 2H). 

Example 70b 



N-(2-Amino-5-{thiophen-2-yl)phenyl)-2,3-dihydrobenzo[b][l,4]dioxine-6-carboxamide 



Steps 1 - 3: N-{2-Amino-5-(thiophen-2-yl)phenyl)-2,3-dihydrobenzo[b][l,4]dioxine-6- 
carboxamide (256b) 

[0472] Following the same procedures as described in Example 70a step 1 and Example 1, 
steps 3 and 4, (with DMF as a co-solvent), the title compound 256b was obtained as an orange solid 
in 38% yield (over three steps). ! H NMR: (DMSO) 8 9.57 (s, 1H), 7.54 (d, J=2.1 Hz, 1H), 7.51 (dd, 
J=8.4, 2.1 Hz, 1H), 7.42 (d, J=2.1 Hz, 1H), 7.33 (dd, J=5.1, 1.2 Hz, 1H), 7.26 (dd, J=8.4, 2.3 Hz, 
1H), 7.22 (dd, J=3.5, 1.2 Hz, 1H), 7.02 (dd, J=5.1, 3.5 Hz, 1H), 6.95 (d, J=8.2 Hz, 1H), 6.79 (d, 
J=8.4 Hz, 1H), 5.11 (s, 2H), 4.31 - 4.28 (m, 4H). 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-7-methoxybenzo[d][l,3]dioxole-5-carboxamide (256c) 

Steps 1 -3: N-(2-amino-5-(thiophen-2-yl)phenyl)-7-methoxybenzo[d][l,3]dioxole-5- 
carboxamide (256c) 

[0473] Following the same procedures as described in Example 70a step 1 and Example 1, 
steps 3 and 4, (with DMF as a co-solvent), the title compound 256c was obtained as an orange solid 
in 20% yield (over three steps). ! H NMR: (DMSO) 6 9.60 (s, 1H), 7.41 (d, J=2.2 Hz, 1H), 7.36 (d, 
J=1.4 Hz, 1H), 7.34 (dd, J=5.2, 1.2 Hz, 1H), 7.30 - 7.26 (m, 2H), 7.23 (dd, J=3.6, 1.2 Hz, 1H), 
7.04 (dd, J=4.9, 3.5 Hz, 1H), 6.79 (d, J=8.4 Hz, 1H), 6.10 (s, 2H), 5.14 (br s, 2H), 3.91 (s, 3H). 




(256b) 



Example 70c 




327 



WO 2005/030705 



PCT/US2004/031591 



Example 71a 




N-(2-Amino-5-(thiophen-2-yl)phenyl)-3,4-dimethoxybenzamide (258a) 

Scheme 54 
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258a: Example 71a 
258b: Exampls 71b 
258c: Example 71c 
258d: Exampls 71d 
258e: Example 71 e 
258f: Example 71f 
258g: Example 71 g 




Steps 1 - 2: N-(2-Amino-5-(thiophen-2-yl]phenyl)-3 r 4-dimethoxybenzamide (258a) 
[0474] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257a, the title compound 258a was 
obtained as a beige solid in 56% yield. l H NMR: (DMSO) 5 9.64 (s, 1H), 7.63 (dd, J=8.2, 2.0 Hz, 1H), 
7.57 (d, J=2.2 Hz, 1H), 7.42 (d, J=2.2 Hz, 1H), 7.33 (dd, J=5.1, 1.2 Hz, 1H), 7.28 (dd, J=8.3, 2.3 
Hz, 1H), 7.23 (dd, J=3.5, 1.2 Hz, 1H), 7.05 (d, J=8.6 Hz, 1H), 7.02 (dd, J=5.1, 3.6 Hz, 1H), 6.79 
(d, J=8.3 Hz, 1H), 5.12 (br s, 2H), 3.83 (s, 3H), 3.82 (s, 3H). 
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Example 71b 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-lH-benzo[d][l,2,3]triazole-5-carboxamide (258b) 



Steps 1-2: N-{2-Amino-5-(thiophen-2-yl)phenyl)-lH-benzo[d][l,2,3]triazole-5-carboxamide 
(28b) 

[0475] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257b, the title compound 258b was 
obtained as an orange solid in 16% yield (over two steps). *H NMR: (DMSO) 5 9.90 (s, 1H), 8.66 (s, 
1H), 8.05 (d, J=9.8 Hz, 1H), 7.96 (d, J=8.6 Hz, 1H), 7.49 (d, J=2.0 Hz, 1H), 7.33 (dd, J=5.1, 1.2 
Hz, 1H), 7.30 (dd, J=8.2, 2.2 Hz, 1H), 7.23 (dd, J=3.5, 1.1 Hz, 1H), 7.03 (dd, J=5.0, 3.7 Hz, 1H) 
6.81 (d, J=8.4 Hz, 1H), 5.23 (br s, 2H). 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-2-(pyridin-4-yl)thiazole-4-carboxamlde (258c) 
Steps 1 - 2: N-(2-Amino-5-(thiophen-2-yl)phenyl)-2-(pyridin-4-yl)thiazole-4-carboxamide 
(258c) 

[0476] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257c r the title compound 258c was 
obtained as an off white solid in 28% yield (over two steps). ! H NMR: (DMSO) 8 9.94 (s, 1H), 8.78 (m, 
3H), 8.11 (dd, J=4.3, 1.6 Hz, 2H), 7.64 (d, J=2.2 Hz, 1H), 7.38 (dd, J=5.1, 1.0 Hz, 1H), 7.33 (dd, 
J=8.2, 2.1 Hz, 1H), 7.28 (dd, J=3.7, 1.2 Hz, 1H), 7.07 (dd, J=5.1, 3.7 Hz, 1H), 6.86 (d, J=8.4 Hz, 
lH),5.23(s, 2H). 



Example 71c 
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Example 71d 




H 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-lH-benzo[d]imidazole-5-carboxamide (28d) 

Steps 1 - 2: N-(2-amino-5-(thiophen-2-yl)phenyl)-lH-benzo[d]imidazole-5-carboxamide 
(258d) 

[0477] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257d, the title compound 258d was 
obtained as a white solid in 29% yield (over two steps). *H NMR: (DMSO) 5 9.72 (s, 1H), 8.34 (s, 2H), 
7.87 - 7.85 (m, 2H), 7.48 (d, J=1.8 Hz, 1H), 7.34 (dd, J=5.1, 1.0 Hz, 1H), 7.28 (dd, J=8.1, 5.2 Hz, 
1H), 7.23 (dd, J=3.5, 1.2 Hz, 1H), 7.03 (dd, J=5.1, 3.6 Hz, 1H), 6.80 (d, J=8.4 Hz, 1H), 5.15 (s, 
2H). 



Example 71e 




N-(2-amino-5-(thiophen-2-yl)phenyl)-2-naphthamide (258e) 

Steps 1 - 2: N-{2-Amino-5-(thiophen-2-yl)phenyl)-2-naphthamide (258e) 
[0478] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257e, the title compound 258e was 
obtained as a yellow solid in 15% yield (over two steps). *H NMR: (DMSO) 8 9.90 (s, 1H), 8.62 (s, 
1H), 8.07 - 7.98 (m, 4H), 7.63 - 7.60 (m, 2H), 7.51 (d, J=2.1 Hz, 1H), 7.34 (dd, J=5.1, 1.2 Hz, 1H), 
7.30 (dd, J=8.4, 2.2 Hz, 1H), 7.24 (dd, J=3.5, 1.2 Hz, 1H), 7.04 (dd, J=5.1, 3.7 Hz, 1H), 6.81 (d, 
J=8.4 Hz, 1H), 5.21 (s, 2H). 
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Example 71f 

H 2 N 



N-(2-amino-5-(thiophen-2-yl)phenyl)benzo[b]thiophene-2-carboxamide (258f) 

Steps 1 - 2: N-(2-Amino-5-(thiophen-2-yl)phenyl)benzo[b]thiophene-2-carboxamide (258f) 
[0479] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257f, the title compound 258f was 
obtained as a brown solid in 12% yield (over two steps). l H NMR: (DMSO) 8 9.99 (s, 1H), 8.32 (s, 
1H), 8.03 (dd, J=8.4, 2.0 Hz, 1H), 7.97 (dd, J=6.6, 2.7 Hz, 1H), 7.49 - 7.43 (m, 3H), 7.33 (dd, 
J=5.0, 1.1 Hz, 1H), 7.30 (dd, J=8.2, 2.2 Hz, 1H), 7.24 (dd, J=3.6, 1.0 Hz, 1H), 7.03 (dd, J=5.2, 
3.7 Hz, 1H), 6.80 (d, J=8.4 Hz, 1H), 5.24 (s, 2H). 



N-(2-amino-5-(thiophen-2-yl)phenyl)-3,4-dihydro-2H-benzo[b][l,4]dioxepine-7- 



Steps 1 - 2: N-(2-Amino-5-(thiophen-2-yl)phenyl)-3,4-dihydro-2H-benzo[b][l,4]dioxepine-7- 
carboxamide (258g) 

[0480] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257g, the title compound 258g was 
obtained as an orange solid in 15% yield (over two steps). X H NMR: (DMSO) 5 9.61 (s, 1H), 7.63 (d, 
J=2.2 Hz, 1H), 7.59 (dd, J=8.4, 2.2 Hz, 1H), 7.41 (d, J=2.0 Hz, 1H), 7.33 (d, J=5.1 Hz, 1H), 7.27 
(dd, J=8.2, 2.2 Hz, 1H), 7.22 (dd, J=3.5, 1.0 Hz, 1H), 7.06 - 7.01 (m, 2H), 6.78 (d, J=8.4 Hz, 1H), 
5.12 (br s, 2H), 4.22 - 4.17 (m, 4H), 2.16 (quintet, J=5.5 Hz, 2H). 



Example 71g 




carboxamide (258g) 
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Example 72a 

H 2 N 




N-(2-Amino-5-(thiophen-2-yl)phenyl)-5-bromobenzo[b]thiophene-2-carboxamide (261a) 

Scheme 55 

1. LiOH.THF, H 2 0 
2(a). NaH, BOP, Pyridine, 
2-nitro-5-thiophen-2-y!-aniline (3) 
or (b) (i)(COCI) 2 . DCM 




261a: Example 72a 
261b: Example 72b 



Step 1: Methyl 5-bromobenzo[b]thiophene-2-carboxylate (260a) 
[0481] To a stirred solution of 259a (2 g, 9.90 mmol) in DMF (20 mL) was added methyl 
thioglycolate (10.9 mmol, 0.97 mL) and potassium carbonate (5.47 g, 39.6 mmol). The resulting 
mixture was stirred at 60°C for 15 hours. The DMF was removed under reduced pressure, water (50 
mL) was added and the mixture was extracted with ethyl acetate (2 x 40 mL). The organic phase was 
separated and dried with sodium sulfate, the solvent was removed under reduced pressure and the 
resulting solid was dried under vacuum. This afforded 260a as a white solid (1.3 g, 49% yield). ! H 
NMR: (DMSO) 8 8.22 (d, J=2.0 Hz, 1H), 8.11 (s, 1H), 8.00 (d, J=8.0 Hz, 1H), 7.62 (dd, J=8.6, 2.0 
Hz, 1H), 3.88 (s, 3H). 
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Steps 2-4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-5-bromobenzo[b]thiophene-2- 
carboxamide (261a) 

[0482] Following the same procedure as described in Example 4 step 3 and then the procedures 
described in Example 66 step 2, and Example 1 step 4, (with DMF as a co-solvent), the title 
compound 261a was obtained as a beige solid in 32% yield (over three steps). 'H NMR: (DMSO) 5 
10.08 (s, 1H), 8.27 (s, 1H), 8.23 (d, J=1.8 Hz, 1H), 8.02 (d, J=8.6 Hz, 1H), 7.60 (dd, J=8.6, 2.0 
Hz, 1H), 7.43 (d, J=2.3 Hz, 1H), 7.34 (dd, J=5.0, 1.2 Hz, 1H), 7.30 (dd, J=8.2, 2.2 Hz, 1H), 7.24 
(dd, J=3.5, 1.2 Hz, 1H), 7.03 (dd, J=5.1, 3.5 Hz, 1H), 6.79 (d, J=8.2 Hz, 1H), 5.25 (s, 2H). 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-5,6-dimethoxybenzo[b]thiophene-2-carboxamide 



Steps 1 - 4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-5,6-dimethoxybenzo[b]thiophene-2- 
carboxamide (261b) 

[0483] Following the same procedure as described in Example 72a step 1, but substituting 
compound 259a with compound 259b, then following the procedures described in Example 4 step 
3 and Example 1, steps 3 and 4, (with DMF as a co-solvent), the title compound 261b was obtained 
as a yellow solid in 20% yield (over four steps). *H NMR: (DMSO) 8 9.87 (s, 1H), 8.14 (s, 1H), 7.58 
(s, 1H), 7.44 (d, J=2.2 Hz, 1H), 7.41 (s, 1H), 7.34 (dd, J=5.1, 1.1 Hz, 1H), 7.29 (dd, J=8.4, 2.3 Hz, 
1H), 7.03 (dd, J=4.9, 3.5 Hz, 1H), 6.80 (d, J=8.4 Hz, 1H), 5.20 (s, 2H), 3.85 (s, 3H), 3.84 (s, 3H). 



N-(2-amino-5-(thjophen-2-yl)phenyl)-5-(pyridin-3-yl)benzo[b]thiophene-2-carboxamide 

(262) 



Example 72b 




(261b) 



Example 73 




333 



WO 2005/030705 



PCT/US2004/031591 



Scheme 56 




261a 262: Example 73 

Step 1 : N-(2-Amino-5-(thiophen-2-yl)phenyI)-5-(pyridin-3-yl)benzo[b]thiophene-2- 
carboxamide (262) 

[0484] To a stirred solution of 261a (120 mg, 0.26 mmol) and pyridin-3-yl-3-boronic acid (123 
mg, 0.34 mmol) in a 2:1 mixture of DME-water (9 mL), was added Pd(PPh 3 ) 4 (22 mg, 0.018 mmol), 
tri-o-toly phosphine (6 mg, 0.018 mmol) and potassium carbonate (109 mg, 0.79 mmol). The 
solution was degassed with N 2 for 5 minutes and then heated at 80 °C for 15 hours. Water (50 mL) 
was added and the mixture was extracted with ethyl acetate (2 x 40 mL). The organic layer was 
separated, dried with sodium sulfate and evaporated under reduced pressure. The residue was 
purified by flash chromatography on silica gel, eluent ethyl acetate. A subsequent trituration was 
performed with DCM for 15 minutes to yield 262 as a white solid (80 mg, 67% yield). *H NMR: 
(DMSO) 8 10.09 (s, 1H), 8.99 (dd, J=2.3, 0.8 Hz, 1H), 8.58 (dd, J=4.7, 1.6 Hz, 1H), 8.38 (s, 1H), 
8.33 (d, J= 1.4Hz, 1H), 8.17 (ddd, J=9.6, 3.9, 1.8 Hz, 1H), 7.83 (dd, J=8.5, 1.8 Hz, 1H), 7.53 - 
7.50 (m, 2H), 7.46 (d, J=2.2 Hz, 1H), 7.34 (dd, J=5.1, 1.2 Hz, 1H), 7.31 (dd, J=8.2, 2.2 Hz, 1H), 
7.25 (dd, J=3.5, 1.2 Hz, 1H), 7.03 (dd, J=5.1, 3.7 Hz, 1H), 6.81 (d, J=8.4 Hz, 1H), 5.74 (s, 2H). 

Example 74 




N-(2-Amino-5-(thiophen-2-yl)phenyl)-4H-benzo[d][l,3]dioxine-6-carboxamide (264) 
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Scheme 57 
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263 



264: Example 74 



Step 1. 4H-Benzo[l,3]dioxine-6-carboxylic acid methyl ester (263) 

[0485] Title compound 263 was prepared starting from methyl 4-hydroxybenzoate according to 

the procedure described in Monatsh. Chem., 102; 1971; 946-950. 

Steps 2-4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-4H-benzo[d][l,3]dioxine-6-carboxamide 
(264) 

[0486] Following the same procedure as described in Example 4 step 3, but substituting 
compound 21 with compound 263, then following the procedures described in Example 1, steps 3 
and 4, (with DMF as a co-solvent), the title compound 264 was obtained as an off white solid in 37% 
yield (over three steps). *H NMR: (DMSO) 8 9.60 (s, 1H), 7.82 (dd, J=8.6, 2.2 Hz, 1H), 7.74 (d, 
J=2.1 Hz, 1H), 7.41 (d, J=2.1 Hz, 1H), 7.33 (dd, J=5.1, 1.2 Hz, 1H), 7.26 (dd, J=8.4, 2.3 Hz, 1H), 
7.21 (dd, J=3.5, 1.2 Hz, 1H), 7.02 (dd, J=5.1, 3.8 Hz, 1H), 6.94 (d, J=8.6 Hz, 1H), 6.77 (d, J-8.4 
Hz, 1H), 5.32 (s, 2H), 5.11 (s, 2H), 4.94 (s, 2H). 



6-(2-Morpholinoethoxy)-N-(2-amino-5-(thiophen-2-yl)phenyl)benzofuran-2-carboxamide 

(269) 



Example 75 
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Scheme 58 



p^A H "eo^ Br fYyf h2/Pd/c > jTTVf 

BnO-^^OH K 2 C0 3 , DMF, 80°C BnCT^^ 0 OMe Me0H H0 <^^0 OMe 

265 266 267 



K 2 C0 3 
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60 9 C 




Step 1: Methyl 6-{benzyloxy)benzofuran-2-carboxylate (266) 

[0487] Following the same procedure as described in Example 67a step 1, but substituting 
compound 243a with compound 265, the title compound 266 was obtained as a white solid in 49% 
yield. ! H NMR: (DMSO) 5 7.68 - 7.64 (m, 2H), 7.49 - 7.45 (m, 2H), 7.42 - 7.31 (m, 4H), 7.07 - 
7.04 (m, 1H), 5.18 (s, 2H), 3.85 (s, 2H). 

Step 2: Methyl 6-hydroxybenzofuran-2-carboxylate (267) 

[0488] To a stirred solution of 266 (1.2 g, 4.26 mmol) in methanol (20 mU was added 10% 
palladium on charcoal (250 mg). The flask was purged with hydrogen gas for 1 minute and then the 
reaction was stirred under a hydrogen atmosphere for 15 hours. The palladium was filtered through 
a celrte pad, the filtrate was evaporated under reduced pressure, and the resulting solid dried under 
vacuum to afford 267 as a white solid (700 mg, 86%). J H NMR: (DMSO) 8 10.07 (s, 1H), 7.63 (s, 
1H), 7.56 (d, J=8.0 Hz, 1H), 6.98 (s, 1H), 6.84 (d, J=9.0 Hz, 1H), 3.84 (s, 3H). 

Step 3: Methyl 6-(2-morpholinoethoxy)benzofuran-2-cai-boxylate (268) 
[0489] To a stirred solution of 267 (650 mg, 3.39 mmol) in a 1:1 mixture of DMF-acetone (20 
mL) was added 4-(2-chloroethyl)morpholine (630 mg, 3.39 mmol) and potassium carbonate (937 mg, 
6.78 mmol). The reaction mixture was stirred at 60°C for 72 hours. The solvents were removed 
under reduced pressure and water (50 mL) was added to the residue. 2M Sodium carbonate solution 
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(20 mL) was added and the resultant solution was extracted with ethyl acetate (2 x 40 mL). The 
organic phase was separated, dried with sodium sulfate and the solvents removed under reduced 
pressure. The residue was purified by flash chromatography on silica gel, eluting with a gradient of 
1:1 ethyl acetate-hexanes, then ethyl acetate, then 9:1 ethyl acetate-methanol. This afforded 268 as 
a clear oil (760 mg, 73% yield). *H IMMR: (DMSO) 5 7.67 - 7.63 (m, 2H), 7.32 (s, 1H), 6.98 (d, J=8.5 
Hz, 1H), 4.14 - 4.16 (m, 2H), 3.85 (s, 3H), 3.57 - 3.55 (m, 4H), 2.88 - 2.86 (m f 2H), 2.72 - 2.70 



Steps 4-6: 6-(2-Morpholinoethoxy]-N-(2-amino-5-(thiophen-2-yl)phenyl)benzofuran-2- 
carboxamide (269) 

[0490] Following the same procedure as described in Example 4 step 3, but substituting 
compound 21 with compound 268, then following the procedures described in Example 1, steps 3 
and 4, the title compound 269 was obtained as an off white solid in 1.3% yield (over three steps). l H 
NMR: (DMSO) § 7.21 (d, 1H), 7.14 (d, 2H), 6.95 (d, 1H), 6.84 - 6.79 (m, 3H), 6.62 - 6.57 (m, 2H), 
6.49 (d, 1H), 3.80 (m, 2H), 3.30 (m, 4H), 2.46 (m, 2H), 2.21 (m, 4H). 



(m, 4H). 



Example 76 




N-(2-Amino-5-(3H-l,2 r 3-triazol-4-yl)phenyl)-4-methoxybenzarnide (273) 
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Scheme 59 




273: Example 76 272 

Step 1: 5-(2-(Trimethylsilyl)ethynyI)-2-nitrobenzenamine (270) 
[0491] Following a procedure described in Example 15, step 1 (scheme 13) but running the 
reaction at 80°C instead of the room temperature the title compound 270 was obtained in 68% 
yield. J H NMR: (400.2 MHz, CDCI 3 ) 5 (ppm): 8.06 (d, J=8.8 Hz; 1H); 6.92 (d, J=1.6 Hz; 1H); 6.76 
(dd, J=1.6, 8.8Hz; 1H); 5.70 (bs; 2H); 0.29 (s; 9H). MS: calc: 234.3; found: 235.1 (M+H). 

Step 2: 2-Nitro-5-(3H-l,2,3-triazol-4-yl)benzenamine (271) 

[0492] The cleavage of the trimethylsilyl group was achieved employing the same procedure as 
described in Example 4, step 3 (scheme 3) but substituting compound 21 for the compound 270. 
The crude product was used in the next cycloaddition step following the procedure described in 
Example 48, step 2 (scheme 26) but ^ using m-xylene instead of toluene as a solvent, to afford the 
title compound 271 (9% yield in two steps). MS: calc: 205.2; found: 206.1 (M+H) 

Step 3: 4-Methoxy-N-(2-nitro-5-(3H-l,2,3-triazol-4-yl)phenyl)benzamide (272) 
[0493] Following the same procedure described in Example 43, step 4 (scheme 31) but 
substituting compound 150 for compound 271, the title compound 272 was obtained as an oil and 
used in the next step without further purification. 
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Step 4: N-(2-Amino-5-(3H-l,2,3-triazol-4-yl)phenyl)-4-methoxybenzamide (273) 
[0494] Following the same procedure as described in Example 48, step 3 (scheme 36) but 
substituting compound 171 for the compound 272 and using ethyl acetate as a solvent instead of 
methanol, the title compound 273 was obtained in 25% yield (over two steps). 'H NMR: (400.2 MHz, 
DMSO) 8 (ppm): 9.62 (s, 1H); 8.08 (bs, 2H); 7.97 (d, J=8.5 Hz; 2H); 7.62 (s, 1H); 7.45 (d, J=8.2 Hz; 
1H); 7.03 (d, J=8.5 Hz; 2H); 6.82 (d, J=8.2 Hz; 1H); 5.11 (bs, 2H); 3.83 (s, 3H). MS: calc: 309.3; 
found: 310.1 (M+H) 

EXAMPLE 77 




N-(2-amino-5-(lH-tetrazol-5-yl)phenyl)-4-methoxybenzamide 277 

Scheme 60 



Zn(CN) 2 Cul 

Pd(TPP) 4 f Y ""' Bu 3 SnN 3 , 
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DMAP, pyridine 



N-NH N-NH 
277: Example 77 276 

Step 1: 3-Amino-4-nitrobenzonitrile (274) 

[0495] A suspension of bromoarene 2 (801 mg; 3.7 mmol) and zinc cyanide (570mg; 4.85mmol; 
1.3eq.) in degassed dimethylformamide (15 mL) was stirred at room temperature under nitrogen in 
the dark for 45 min and then treated with tetrakis(triphenylphosphine) palladium(O) (310mg, 
1.6mmol). The mixture was stirred at 90°C for 18h; filtered through a celite pad, concentrated under 
reduced pressure and purified by flash chromatography on silica gel, eluent EtOAc-hexane (1:1) to 
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afford the title compound 274 (380 mg, 63% yield). ] H NMR: (400.2 MHz, CDCI 3 ) 8 (ppm): 8.22 (d, 
J=8.6 Hz; 1H); 7.19 (d, J=1.8 Hz; 1H); 6.95 (dd, J=1.8, 8.6 Hz; 1H); 6.27 (bs; 2H). MS: calc: 
163.1; found: 164.1 (M+H) 

Step 2: 2-Nitro-5-(lH-tetrazol-5-yl)benzenamine (275) 

[0496] Following the procedure as described in Example 48, step 2 (scheme 36), but using m- 
xylene instead of toluene as a solvent, the title compound 275 was obtained in 79% yield. l H NMR: 
(400.2 MHz, CDCb) 5 (ppm): 8.21 (d, J=9.0 Hz; 1H); 7.74 (d, J=1.6 Hz; 1H); 7.50 (dd, J=1.6, 9.0 
Hz; 1H); 6.29 (bs; 2H). MS: calc: 206.2; found: 207.1 (M+H) 

Step 3: 4-Methoxy-N-(2-nitro-5-(lH-tetrazol-5-yl)pheny!)benzamide (276) 

[0497] Following the same procedure as described in Example 43, step 4 (scheme 31) but 

substituting compound 150 for compound 275, the title compound 276 was obtained as an oil and 

was taken to the next step without further purification. 

Step 4: N-(2-amino-5-(lH-tetrazol-5-yl)phenyl)-4-methoxybenzamide (277) 

[0498] Following the same procedure as described in Example 48, step 3 (scheme 36) but 

substituting compound 171 for the compound 276 the title compound 277 was obtained in 14% 

yield (over two steps). *H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.63 (s, 1H); 7.98 (d, J=8.8 Hz; 2H); 

7.81 (d, J= 2.0 Hz; 1H); 7.61 (dd; J=2.0, 8.4 Hz; 1H); 7.04 (d, J= 8.8 Hz; 2H); 6.85 (d, J= 8.4 Hz; 

1H); 3.85 (s, 3H). MS: calc: 310.3; found: 311.1 (M+H) 




Example 78 

H 2 N 
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N-{2-amino-5-(thiophen-2-yl)phenyl)4-methyl4H-benzo[d]imida (283) 

Scheme 61 




283: Example 78 282 

Step 1: 4-(Methylamino)-3-nitrobenzoic acid (279) 

[0499] A 40% solution of methyjamine in water (1 1 mL; 128mmol) (or any other primary amine) 
was slowly added to a stirring suspension of 4-fluoro-3-nitrobenzoic acid (278, 6.1g; 32.9mmol) in 
DMF (20mL) at room temperature. After the addition was completed the mixture was stirred at the 
same temperature for 60min; concentrated in vacuo, and suspended in 5% KHS0 4 (final pH=2). The 
suspension was stirred overnight; the precipitate was collected by filtration, washed with water, then 
with ether and dried to afford the title compound 279 (6.5g; 100% yield). ] H NMR: (400.2 MHz, 
DMSO) 5 (ppm): 12.8 (bs; 1H). 8.59 (d, J= 2.0 Hz; 1H); 8.55 (q, J= 5.0 Hz; 1H); 7.96 (dd, J= 2.0, 
9.1 Hz; 1H); 7.04 (d, J= 9.1 Hz; 1H); 3.00 (d, J= 5.0 Hz; 3H). MS: calc: 196.2; found: 197.1 (M+H) 

Step 2: 3-Amino-4-(methylamino)benzoic acid (280) 

[0500] Following the same procedure as described in Example 48, step 3 (scheme 36) but 
substituting compound 171 for compound 279, to give the title compound in 81% yield. l H NMR: 
(400.2 MHz, DMSO) 6 (ppm): 7.48 (d, J= 8.6 Hz; 1H); 7.42 (s; 1H); 7.54 (d, J= 8.6 Hz; 1H); 3.57 
(bs; >4H); 2.80 (s; 3H). MS: calc: 166.1; found: 167.1 (M+H) 

Step 3: l-Methyl-lH-benzo[d]imidazole-5-carboxylic acid (281) 

[0501] A solution of the di-amino compound 280 (678mg; 4.1mmol) (or an o-aminophenol) in 

50% HC0 2 H (or any other carboxylic acid or an ortho-ester) in water (or anhydrous solvent if an ortho- 



341 



WO 2005/030705 



PCT7US2004/031591 



ester is used) was stirred at 85°C for 13h, concentrated, the residue was re-dissolved in water and 
lyophillized to afford the title compound 281 (712mg, 99% yield). l H NMR: (400.2 MHz, DMSO) 5 
(ppm): 12.9 (bs; 1H); 8.80 (s; 1H); 8.26 (d, J= 1.6 Hz; 1H); 7.96 (dd, J= 1.6, 8.6 Hz; 1H); 7.79 (d, 
J= 8.6 Hz; 1H); 3.95 (s, 3H). MS: calc: 176.2; found: 177.1 (M+H). 

Step 4: l-Methyl-N-(2-nitro-5-(thiophen-2-yl)phenyl)-lH-benzo[d]imidazole-5-carboxamide 



[0502] Following the same procedure as described in Example 1, step 3 (scheme 1) but 
substituting compound 4 for compound 281 the title compound 282 was obtained in 56% yield. l H 
NMR: (400.2 MHz, DMSO) 8 (ppm): 10.9 (bs, 1H); 8.35 (bs, 2H), 8.24 (d, J= 2.1 Hz, 1H), 8.01 (d, J= 
8.6 Hz, 1H), 7.91 (dd; J=1.6, 8.4 Hz; 1H); 7.75 (m, 3H), 7.70 (dd; J=2.1, 8.6 Hz; 1H); 7.23 (dd; J= 
3.7, 4.9 Hz; 1H); 3.91 (s, 3H). MS: calc: 378.4; found: 379.1 (M+H) 

Step 5: N-(2-Amino-5-(thiophen-2-yl)phenyl)-l-methyl-lH-benzo[d]imidazole-5-carboxamide 



[0503] Following the same procedure as described in Example 1, step 4 (scheme 1) but 
substituting compound 5 for compound 282, the title compound 283 was obtained in 99% yield. *H 
NMR: (400.2 MHz, DMSO) 5 (ppm): 9.75 (s, 1H), 8.38 (d, J= 1.0 Hz, 1H), 8.34 (s, 1H), 7.95 (dd; 
J=1.4, 8.4 Hz; 1H); 7.68 (d, J= 8.4 Hz, 1H), 7.50 (d; J=2.2 Hz; 1H); 7.34 (dd; J=1.0, 5.0 Hz; 1H); 
7.28 (dd; J=2.2, 8.4 Hz; 1H); 7.24 (dd; J=1.4, 3.6 Hz; 1H); 7.04 (dd; J= 3.6, 5.0 Hz; 1H); 6.81 (d; 
J=8.4 Hz; 1H); 3.90 (s, 3H). MS: calc: 348.4; found: 349.1 (M+H) 



(282) 



(283) 




Example 79 

H 2 N 
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N-(2-amino-5-(thiophen-2-yl)phenyl)-l-methyl-lH-benzo[d][l,2,3]triazole-5-carboxamide 

(286) 
Scheme 62 




286: Example 79 



Step 1: l-Methyl-lH-benzo[d][l,2,3]triazole-5-carboxylic acid (284) 
[0504] To a stirred suspension of the diamine 280 (1.08g; 6.48mmol) (or any other o- 
arylenediamine) in water (25 mL) at 0°C, concentrated HCI (5.4 mL) was added drop wise followed by 
slow addition of a solution of NaN0 2 (643mg; 9.3mmol) in water (10 mL). The reaction mixture was 
stirred at 0°C for 2h and then was allowed to warm up to 10°C over 4h; neutralized with a solution of 
KOH (5.6 g) in water (30mL) (final pH = 6); concentrated and purified by preparative HPLC in reverse 
phase mode (column aquasil C-18, elution 5% to 95% MeOH in water), to afford the title compound 
284 (211 mg; 18% yield). *H NMR: (400.2 MHz, DMSO) 8 (ppm): 8.35 (s; 1H); 8.08 (dd, J= 1.4, 8.6 
Hz; 1H); 7.75 (d, J= 1.4 Hz; 1H); 4.03 (s, 3H). MS: calc: 177.1; found: 178.1 (M+H). 

Step 2: l-Methyl-N-(2-nitro-5-{thiophen-2-yl)phenyl)-lH-benzo[d][l,2,3]triazole-5- 
carboxamide (285) 

[0505] Following the same procedure as described in Example 1, step 3 (scheme 1) but 
substituting compound 4 for compound 284, the title compound 285 was obtained in 56% yield. l H 
NMR: (400.2 MHz, DMSO) 6 (ppm): 11.0 (bs, 1H); 8.72 (bs, 1H), 8.12 (m, 2H), 8.07 (d, J= 8.7 Hz, 
1H), 8.01 (d, J= 8.7 Hz, 1H), 7.73 (m, 3H), 7.23 (t; J= 4.7 Hz; 1H); 4.38 (s, 3H). MS: calc: 379.4; 
found: 380.0 (M+H) 
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Step 3: N-(2-Amino-5-(thiophen-2-yl)phenyl)-l-methyl-lH-benzo[d][l,2,3]triazole-5- 
carboxamide (286) 

[0506] Following the same procedure described in Example 1 , step 4 (scheme 1) but 
substituting compound 5 for compound 285, the title compound 286 was obtained in 99% yield. l H 
NMR: (400.2 MHz, DMSO) 5 (ppm): 9.88 (s, 1H); 8.75 (s, 1H), 8.15 (dd; J=1.0, 8.6 Hz; 1H); 7.95 
(dd, J= 1.0, 8.6 Hz, 1H), 7.49 (d, J= 2.0 Hz, 1H), 7.34 (dd; J=1.2, 5.1 Hz; 1H); 7.30 (dd; J=2.0, 
8.3 Hz; 1H); 7.24 (dd; J=1.2, 3.5 Hz; 1H); 7.04 (dd; J= 3.5, 5.1 Hz; 1H); 6.81 (d; J=8.3 Hz; 1H); 
5.24 (bs, 2H); 4.37 (s, 3H). MS: calc: 349.4; found:350.1 (M+H) 

Example 80 
o 

^NH 




N-(2-amino-5-(thiophen-2-yl)phenyl)H-imidazo[l,2-a]pyridine-6-carboxamide (291) 

Scheme 63 
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291: Example 80 



290 



Step 1: Methyl H-imidazo[l,2-a]pyridine-6-carboxylate (288) 
[0507] A solution of 2-(bromomethyl)-l ,3-dioxolane (0. 18 mL; 1 .67 mmol) in THF (3 mL) and 
water (0.2 mL) was treated with concentrated HCI (3 drops) and stirred at 88°C for 50 min. The 
solution was cooled down to 0°C and transferred into a vial containing 2-amino-5- 
methoxycarbonylpyridine (287, 204mg; 1.34mmol), Bu 2 SnCI 2 (134 mg; 0.40 mmol) and NaHC0 3 
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(410 mg) and stirred at room temperature for 2 days. The reaction mixture was diluted with ethyl 
acetate (60mL) and washed with saturated aqueous sodium chloride. The organic layer was dried 
(MgS0 4 ), filtered and concentrated. After chromatographic purification of the residue using 
preparative TLC on silica gel (eluent 50% ethyl acetate in dichloromethane), the title compound 288 
was obtained (74 mg, 31% yield). ] H NMR: (500.7 MHz, CDCI 3 ) 8 (ppm): 9.00 (s, 1H); 7.80 (m, 4H); 
4.00 (s, 3H). MS: calc: 176.1; found: 177.1 (M+H) 

Step 2: H-lmidazo[l,2-a]pyridine-6-carboxylic acid (289) 

[0508] Following the same procedure described for Example 46, step 2 (scheme 34) but 
substituting compound 162 for compound 288, the title compound 289 was obtained in 99% yield. 
MS: calc: 162.1; found: 163.1 (M+H) 

Step 3: N-(2-Nitro-5-(thiophen-2-yl)phenyl)HHmida2o[l,2-a]pyridine-6-carboxamide (290) 
[0509] Following the same procedure as described in Example 1, step 3 (scheme 1) but 
substituting compound 4 for compound 289, the title compound 290 was obtained in 22% yield. 
MS: calc: 364.2; found: 365.2 (M+H) 

Step 4: N-(2-amino-5-(thiophen-2-yl)phenyl) H-imidazo [1,2-a] pyridine-6-carboxamide 



[0510] Following the same procedure described in Example 1, step 4 (scheme 1) but 
substituting compound 5 for compound 290, the title compound 291 was obtained in 45% yield. ! H 
NMR (400.2 MHz, DMSO) 8 (ppm): 9.19 (s, 1H); 7.99 (s, 1H); 7.86 (d; J=8.5 Hz; 1H); 7.67 (s, 1H); 
7.64 (d; J=8.5 Hz; 1H); 7.50 (s, 1H); 7.37 (d; J= 8.5 Hz; 1H); 7.22 (d; J= 4.9 Hz; 1H); 7.21 (m, 1H); 
7.01 (t; J= 4.9 Hz; 1H); 6.91 (d; J=8.5 Hz; 1H). MS: calc: 334.4; found: 335.1 (M+H) 



(291) 



Example 81 



o 
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N-{2-amino-5-(thiophen-2-yl)phenyl)H-imidazo[l,2-a]pyridine-2-carboxamide (296) 

Scheme 64 




296: Example 81 295 



Step 1: Ethyl H-imidazo[l,2-a]pyridine-2-carboxylate (293) 

[0511] To a solution of 2-aminopyridine (292, 1.1022g; 11.71 mmol) and Bu 2 SnCI 2 (431mg; 1.3 
mmol) in DME (20mL), ethyl 3-bromopyruvate (1.56mL; 11.16mmol) was added to give an instant 
yellow precipitate. The suspension was stirred at room temperature for 2h, then solid K 2 C0 3 (2.6g; 
18.8mmol) was added and the mixture stirred for additional 20h at the same temperature. The 
reaction mixture was then diluted with ethyl acetate (200mL) and washed with saturated aqueous 
sodium chloride. The organic layer was dried (MgS0 4 ), filtered and concentrated. The residue was 
purified by flash chromatography on silica gel (eluent 50% ethyl acetate in dichloromethane), to 
afford the title compound 293 (1.31g, 59% yield) as a white crystalline material. *H IMMR(400.2 MHz, 
DMSO) 5 (ppm): 8.54 (m, 1H); 8.53 (d; J=0.9 Hz; 1H); 7.59 (ddd; J= 1.3, 2.0, 9.2 Hz; 1H); 7.33 
(ddd; J= 1.3, 6.7, 9.2 Hz; 1H); 6.98 (dt; J= 0.9, 7.8 Hz; 1H); 4.30 (q; J=7.0 Hz; 2H); 1.32 (t; J=7.0 
Hz; 3H). MS: calc: 190.0; found: 191.1 (M+H). 

Step 2: H-lmidazo[l,2-a]pyridine-2-carboxylic acid (294) 

[0512] Following the same procedure described in Example 46, step 2 (scheme 34) but 
substituting compound 162 for compound 293, the title compound 294 was obtained in 99% yield. 
*H NMR (400.2 MHz, DMSO) 5 (ppm): 8.63 (dt, J= 1.2, 6.7 Hz; 1H); 8.55 (d; J=0.8 Hz; 1H); 7.63 (m; 
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1H); 7.42 (ddd; J= 1.2, 6.7, 7.8 Hz; 1H); 7.06 (dt; J= 1.2, 7.8 Hz; 1H); MS: calc: 162.1; found: 
163.1 (M+H) 

Step 3: N-(2-Nitro-5-(thiophen-2-yl)phenyl)H-imidazo[l,2-a]pyridine-2-carboxamide (295) 
[0513] Following the same procedure as described in Example 1, step 3 (scheme 1) but 
substituting compound 4 for compound 294 the title compound 295 was obtained in 95% yield. l H 
NMR(400.2 MHz, DMSO) 8 (ppm): 11.9 (s, 1H); 9.07 (d, J= 1.8 Hz; 1H); 8.63 (m; 2H); 8.25 (d, J= 
8.8 Hz; 1H); 7.77 (ddd; J= 1.0, 5.0, 12.3 Hz; 1H); 7.71 (dd; J=1.0, 9.2 Hz; 1H); 7.66 (dd; J=1.8, 

8.8 Hz; 1H); 7.41 (ddd; J= 1.2, 6.7, 9.2 Hz; 1H); 7.25 (dd; J=3.7, 5.0 Hz; 1H); ); 7.05 (dt; J=1.2, 
12.3 Hz; 1H). MS: calc: 364.2; found: 365.1 (M+H). 

Step 4: N-(2-Amino-5-(thiophen-2-yl)phenyl)H-imidazo[l,2-a]pyridine-2-carboxamide (296) 
[0514] Following the same procedure described in Example 1 , step 4 (scheme 1) but 
substituting compound 5 for compound 223, the title compound 296 was obtained in 85% yield. *H 
NMR (400.2 MHz, DMSO) 8 (ppm): 9.73 (s, 1H), 8.62 (dt, J= 1.2; 6.8 Hz, 1H), 8.50 (d, J= 0.7 Hz; 
1H); 7.76 (d; J=2.2 Hz; 1H); 7.66 (d, J= 0.7 Hz, 1H), 7.39 (dd; J=1.6, 6.8 Hz; 1H); 7.36 (dt; J=1.6, 

4.9 Hz; 1H); 7.26 (dd; J=2.2, 8.2 Hz; 1H); 7.24 (dd; J= 1.2, 3.6 Hz; 1H); 7.05 (m; 1H); 7.01 (dd; J= 
1.2, 6.8 Hz; 1H); 6.84 (d; J=8.2 Hz; 1H); 5.13 (bs, 2H). MS: calc: 334.4; found: 335.1 (M+H). 



4-((3,4-Dimethoxyphenylamino)methyl)-N-{2-hydroxy-5-(thiophen-2-yl)phenyl) benzamide 

(301) 



Example 82 
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Scheme 65 




301: Example 82 



Step 1: 2-Nitro-4-(thiophen-2-yl)phenol (298) 

[0515] Following the same procedure as described in Example 1, step 2 (scheme 1) but 
substituting compound 2 for compound 297, the title compound 298 was obtained in 18% yield. 'H 
NMR: (499.7 MHz, DMSO) 8 (ppm): 8.09 (s, 1H); 7.82 (d, J= 9.0 Hz; 1H); 7.54 (d, J= 3.5 Hz; 1H); 
7.50 (s, 1H); 7.18 (d, J= 9.0 Hz; 1H); 7.13 (m, 1H). MS: calc: 221.0; found: 219.9 (M-H). 

Step 2: |2-Nitro-4-(thiophen-2-yl)phenoxy)(tert-butyl)dimethylsilane (299) 

[0516] Following the same procedure as described in Example 19, step 2 (scheme 17) but 

substituting compound 90 for the compound 298 and using dichloromethane as a solvent instead of 

DMF, the title compound 299 was obtained which was used in the next step without further 

purification. 

Step 3: (2-Amino-4-(thiophen-2-yl)phenoxy)(tert-butyl)dimethylsilane (300) 
[0517] Following the same procedure described for Example 48, step 3 (scheme 36) but 
substituting compound 171 for compound 299 and using ethyl acetate and triethylamine as a 
solvent instead methanol, the title compound 300 was obtained in 41% yield over two steps. MS: 
calc: 305.5; found: 306.1 (M+H). 
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Step 4: 4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-hydroxy-5-(thiophen-2-yl) phenyl) 
benzamide (301) 

[0518] Following the same procedure as described in Example 1, step 3 (Example 1) but 
substituting compound 3 for compound 300 and not using NaH as a base, the title compound 301 
was obtained in 17% yield (with 10% recovery of the starting material 228). l H NMR: (400.2 MHz, 
DMSO) 8 (ppm): 10.1 (s, 1H); 9.52 (s, 1H); 8.00 (s, 1H); 7.92 (d, J=7.0, 2H); 7.49 (d, J=7.0, 2H); 
7.42 (m, 1H); 7.33 (d, J=8.0, 1H); 7.29 (s, 1H); 7.07 (s, 1H); 6.93 (d, J=8.0, 1H); 6.65 (d, J=8.5, 
1H); 6.32 (s, 1H); 5.98 (m, 2H); 4.30 (s, 2H); 3.65 (s, 3H); 3.58 (s, 3H). MS: calc: 460.5; found: 
461,1 (M+H) 



Example 83 




94dd: Example 20dd 302: Example 83 

[0519] Following the same procedure as described in Example 48, step 3 (scheme 36) but 
substituting compound 171 for compound 94dd and using ethyl acetate as a solvent instead of 
methanol, the title compound 302 was obtained in 26% yield. *H NMR: (400.2 MHz, DMSO) 8 (ppm): 
9.60 (s, 1H), 7.96 (d, J = 8.0, Hz, 2H); 7.36 (d, J = 2.1 Hz, 1H); 7.20 (dd, J = 2.1, 8.3 Hz, 1H); 
7.03 (d, J = 8.0, Hz, 2H); 7.00 (d, J = 3.5 Hz, 1H); 6.78 (d, J = 8.3 Hz, 1H), 6.70 (dd, J = 1.1, 3.5 
Hz, 1H); 3.83 (s, 3H); 2.42 (d, J = 1.1 Hz, 3H). MS: calc: 338.4; found: 338.4 (M+H). 
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Example 84 




2-{5-((2-Amino-5-(thiophen-2-yl)phenyl)carbamoyl)-2-methyI-lH-benzo[d^ 

yljethyl acetate (308) 
Scheme 67 




308: Exam pie 84 309: Exam pie 85 



Step 1: 4-(2-Hydroxyethylamino)-3-nitrobenzoic acid (303) 

[0520] Following the same procedure as described for Example 78, step 1 (scheme 61) but 
using ethanolamine instead of methylamine and isopropanol as a solvent instead of DMF, the title 
compound 303 was obtained in 99% yield. MS: calc: 226.2; found: 225.1 (M-H). 

Step 2: 4-{2-Hydroxyethylamino)-3-aminobenzoic acid (304) 

[0521] Following the same procedure described for Example 78, step 2 (scheme 61), the title 
compound 304 was obtained in 100% yield. MS: calc: 196.2; found: 197.1 (M+H). 
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Step 3: l-(2-Hydroxyethyl)-2-methyl-lH-benzo[d]imidazole-5-carboxyIic acid (305) and 1- 
(2-(l-ethoxyvinyloxy)ethyl)-2-methyl-lH-benzo[d]imida2ole-5-carboxylic acid (306) 
[0522] A stirred suspension of diamine 304 (1.18g; 6.01mmol) in triethylortoacetate (20 mL; 
109 mmol; 18 eq.) was treated with trifluoroacetic acid (1.10 mL) at room temperature. In 5 min the 
mixture turned into an amber solution which was stirred at the same temperature for 4h; 
concentrated and purified by preparative HPLC (C-18 aquasil column, elution with 5% to 95% MeOH in 
water) to afford hydroxyacid 305 (701 mg; 53% yield) and, as a side product, ketene acetal 306 
(373 mg; 21% yield). 

Compound 305: X H NMR: (499.7 MHz, DMSO) 5 (ppm): 13.1(bs; 1H). 8.21 (s; 1H); 7.9 (d, J= 8.0 
Hz; 1H); 7.84 (d, J= 8.0 Hz; 1H); 5.1(bs; 1H); 4.42 (s; 2H); 3.75 (s; 2H); 2.75 (s; 3H);. MS: calc: 
220.2;found: 221.1 (M+H) 

Compound 306: *H NMR: (400.2 MHz, DMSO) 5 (ppm): 8.17 (m; 2H); 8.08 (d, J= 9.2 Hz; 1H); 5.03 
(d, J= 3.9 Hz; 1H); 4.84 (d, J= 3.9 Hz; 1H); 4.63 (t, J= 4.5 Hz; 2H); 4.22 (q, J= 7.0 Hz; 2H); 3.84 (t, 
J= 4.5 Hz; 2H); 2.92 (s; 3H); 1.39 (t; J= 7.0 Hz; 3H). MS: calc: 290.3; found: 291.1 (M+H) 

Step 4: 2-(5-(2-Nitro-5-(thiophen-2-yl)phenylcarbamoyl)-2-methyl-lH-benzo[d] imidazol-1- 
yl)ethyl acetate (307) 

[0523] Following the same procedure as described in Example 1, step 3 (scheme 1) but 
substituting compound 4 for compound 306 the title compound 307 was obtained in 6% yield. MS: 
calc: 464.49; found: 465.2 (M+H) 

Step 5: 2-(5-((2-Amino-5-(thiophen-2-yl)phenyl)carbamoyl)-2-methyl-lH-benzo[d] imidazol- 
l-y!)ethyl acetate (308) 

[0524] Following the same procedure as described in Example 48, step 3 (scheme 36) but 
substituting compound 171 for the compound 307 and using ethyl acetate as a solvent instead of 
methanol, the title compound 308 was obtained in 96% yield. l H NMR: (DMSO) 8 (ppm): 9.70 (s, 1H), 
8.23 (s, 1H), 7.87 (dd; J=1.0, 8.4 Hz; 1H); 7.62 (d, J= 8.4 Hz, 1H), 7.48 (d; J=2.0 Hz; 1H); 7.34 
(dd; J=0.8, 4.8 Hz; 1H); 7.28 (dd; J=2.0, 8.0 Hz; 1H); 7.23 (dd; J=0.8, 3.6 Hz; 1H); 7.03 (dd; J= 
1.2, 4.8 Hz; 1H); 6.81 (d; J=8.0 Hz; 1H); 5.15 (bs, 2H); 4.52 (t; J=4.8 Hz; 2H); 4.35 (t; J=4.8 Hz; 
2H); 2.60 (s, 3H); 1.91 (s, 3H). MS: calc: 434.5; found: 435.2 (M+H) 
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Example 85 

H 2 N 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-l-(2-hydroxyethyl)-2-methyl-lH-benzo[d] imidazole-5- 

carboxamide (309) 

[0525] A solution of acetate 308 (18mg; 41umol) and triethylamine (0.5 mL) in dry methanol 
(2.0 mL) was stirred at room temperature for 16 h and then concentrated in vacuo to give the title 
compound 309 in quantitative yield. l H NMR: (400.2 MHz, DMSO) 5 (ppm): 9.70 (s, 1H), 8.22 (s, 
1H), 7.84 (dd; J=1.4, 8.2 Hz; 1H); 7.57 (d, J= 8.4 Hz, 1H), 7.49 (d; J=2.2 Hz; 1H); 7.34 (dd; J=1.4, 
5.1 Hz; 1H); 7.28 (dd; J=2.2, 8.2 Hz; 1H); 7.23 (dd; J=1.0, 3.5 Hz; 1H); 7.04 (dd; J= 3.5, 5.1 Hz; 
1H); 6.80 (d; J=8.4 Hz; 1H); 5.14 (bs, 2H); 5.00 (bs, 1H); 4.28 (t; J=5.4 Hz; 2H); 3.72 (t; J=5.4 Hz; 
2H); 2.59 (s, 3H). MS: calc: 392.5; found: 393.2 (M+H). 



4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-hydroxy-5-(phenyl)phenyl)benzamide (312) 



Example 86 
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Scheme 68 




1.66, BOP, TEA, DMF, rt, 16 h 
2. TBAF, THF, rt, 5 mins 




OMe 



Step 1. 4-(tert-Butyl-dimethyl-silanyloxy)-biphenyl-3-ylamine (311) 
[0526] To a solution of the 2-amino-4-phenylphenol (310, 2.05 g, 1 1.06 mmol) and triethylamine 
(3.08 mL, 22.12 mmol) in THF (20 mL) was added TBDMSCI (2.00 g, 13.28 mmol). The resulting 
solution was stirred at room temperature for 4 days prior to being diluted with saturated NaCI 
solution (25 mL), and extracted with ethyl acetate. The organic layer was dried over Na 2 S0 4 , filtered 
and concentrated. After purification by flash chromatography (eluent 0-50% EtOAc in hexanes), of the 
title compound 311 was obtained as a reddish-brown solid (2.51 g, 77% yield). J H NMR: (DMSO) 5 
(ppm): 0.05 (s,6H), 1.05 (s,9H), 6.49-6.57 (m,2H), 6.72 (d, J = 8.1 Hz, 1H), 7.25 (m,lH), 7.29-7.38 
(m,2H), 7.50 (d, J = 7.9 Hz, 2H). MS: (calc.) 299.5; (obt.) 300.2 (MH) + . 

Step 2. 4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-hydroxy-5-(phenyl)phenyl)-benzamide 
(312) 

[0527] To a solution of acid 4 (scheme 1) (125 mg, 0.439 mmol) in DMF (3 mL) was added BOP 
(293 mg, 0.662 mmol). After stirring this solution for 10 minutes, aniline 311 (197 mg, 0.659 mmol) 
was added, along with triethylamine (0.31 mL, 2.22 mmol). The resulting solution was stirred at 
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room temperature for 16 h prior to removal of the solvent, and dissolution of the residue in THF (5 
mL). A solution of TBAF in THF (1.0 M, 0.66 mL, 0.659 mmol) was then added, and the reaction 
mixture was stirred at room temperature for 5 minutes, diluted with a saturated solution of NaCI (10 
mL), and extracted with ethyl acetate. The organic layer was dried over Na 2 S0 4l filtered and 
concentrated. After purification by flash chromatography (eluent 0-80% EtOAc in hexanes), the title 
compound 312 was obtained as a light yellow solid (82 mg, 41% yield). X H NMR: (DMSO) 8 (ppm): 
3.62 (s,3H), 3.69 (s,3H), 4.34 (d, J = 5.7 Hz, 2H), 6.03 (m,2H), 6.35 (d, J = 2.2 Hz, 1H), 6.68 (d, J 
= 8.4 Hz, 1H), 7.03 (d, J = 8.4 Hz, 1H), 7.32 (t, J = 7.2 Hz, 1H), 7.37 (dd, J = 10.4, 1.6 Hz, 1H), 
7.45 (t, J = 7.6 Hz, 2H), 7.52 (d, J = 8.0 Hz, 2H), 7.59 (d, J = 7.6 Hz, 2H), 7.95 (d, J = 8.0 Hz, 2H), 
8.03 (br s.lH), 9.58 (br s.lH), 10.00 (br s.lH). MS: (calc.) 454.5; (obt.) 455.4 (MH) + . 

Example 87 




(E)-3-(4-((3,4,5-Trimethoxyphenylamino)methyI)-phenyl)-N-(2-hydroxy-5- 
(phenyl)phenyl)acrylamide (313) 
[0528] Following the same procedure as described in Example 86 but substituting acid 4 for the 
acid 66 (scheme 10) the compound 313 was obtained as a light yellow solid in 22% yield. 'H NMR: 
(DMSO) 8 (ppm): 3.54 (s, 3H), 3.68 (s, 3H), 4.30 (d, J = 5.9 Hz, 2H), 5.92 (s,2H), 6.13 (t, J = 6.3 
Hz, 1H), 7.01 (d, J = 8.2 Hz, 1H), 7.21 (d, J = 15.7 Hz, 1H), 7.29 (dd, J = 8.4, 2.3 Hz, 1H), 7.33 (d, 
J = 7.2 Hz, 1H), 7.42-7.50 (m,4H), 7.54-7.64 (m,4H), 8.34 (s.lH), 9.55 (br s.lH), 10.21 (br s,lH). 
MS: (calc.) 510.6; (obt.) 511.2 (MH) + . 

Example 88 




2 f 3-Dlhydro-N-(2-hydroxy-5-(phenyl)phenyI)benzo[b][l,4]dioxlne-6-carboxamide (314) 
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[0529] Following the same procedure as described in Example 86 but substituting acid 4 for the 
acid 255a (scheme 53) the compound 314 was obtained as a light yellow solid in 22% yield. *H 
NMR: (DMSO) 8 (ppm): 4.30 (d, J = 5.9 Hz, 2H), 6.98 (d, J = 8.3 Hz, 1H), 7.26-7.36 (m, 2H), 7.42 (t, 
J = 7.3 Hz, 2H), 7.50-7.60 (m, 2H), 7.97 (br s,lH), 9.47 (br s,lH), 9.93 (br s.lH). MS: (calc.) 347.4; 
(obt.) 348.1 (MH) + . 

Example 89 




BOP. TEA, DMF, rt, 16 h 
2. TBAF, THF, rt, 5 mins 




Step 1.7-{3-(Phenyl)phenylcarbamoyl)heptanoic acid (316) 

[0530] To a solution of 3-amino-biphenyl (315, 536 mg, 3.17 mmol) in THF/pyridine (2:1, 6 mL) 
was added methyl 7-(chlorocarbonyl)heptanoate (0.49 mL, 3.48 mmol), and the resulting solution 
was stirred at room temperature for 16 h. After dilution with saturated NaCI solution (15 mL) and 
extraction with ethyl acetate, the organic layer was dried over Na 2 S0 4 , filtered and concentrated. The 
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residue was then dissolved in THF/methanol/H 2 0 (1:1:2, 8 mL), followed by the treatment of 
LiOH-H 2 0 (665 mg, 15.85 mmol). The reaction mixture was stirred at room temperature for 1 h prior 
to acidification (pH = 1), and extraction with ethyl acetate. The organic layer was dried over Na 2 S0 4 , 
filtered and concentrated. After purification by flash chromatography (eluent 0-100% EtOAc in 
hexanes), the title compound 316 was obtained as a white solid (889 mg, 86% yield). X H NMR: 
(DMSO) 8 (ppm): 1.30-1.40 (m, 4H), 1.50-1.59 (m,2H), 1.60-1.68 (m,2H), 2.24 (t, J= 7.4 Hz, 2H), 
2.37 (t, J = 7.4 Hz, 2H), 7.32 (dt, J = 7.8,1.6 Hz, 1H), 7.36-7.42 (m,2H), 7.46-7.52 (m,2H), 7.58- 
7.64 (m,3H), 7.96 (s,lH), 10.07 (br s,lH). MS: (calc.) 325.4; (obt.) 326.1 (MH) + . 

Step 2. N^fa-Hydroxy-S-lphenyOphenylJ-NMS-lphenylJphenylJoctanediamide (317) 
[0531] Following the same procedure as described in Example 86, step 2 (scheme 68) but 
substituting acid 4 for the acid 316 the compound 317 was obtained as a light brown solid in 31% 
yield. 'H NMR: (DMSO) 5 (ppm): 1.34-1.46 (m,4H), 1.60-1.74 (m,4H), 2.38 (t, J = 6.8 Hz, 2H), 2.47 
(t, J= 7.0 Hz, 2H), 6.98 (d, J= 8.2 Hz, 1H), 7.20-7.70 (m,15H), 7.96 (s.lH), 8.10 (s,lH), 9.34 (br 
s,lH), 10.00 (br s,lH). MS: (calc.) 492.6; (obt.) 493.5 (MH)\ 



2-[4-{Naphthalene-2-sulfonyl)-piperazin-l-yl]-pyrimidine-5-carboxylicacid (2-amino-5- 

thiophen-2-yl-phenyl)-amide (320) 



Example 90 
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Scheme 70 




320: Example 90 



Step 1: [2-({2-[4-(Naphthalene-2-s^^^ 
thiophen-2-yl-phenyl]-carbamic acid tert-butyl ester (319) 

[0532] Following the same procedure as described in Example 52, step 1 (scheme 37) but 
substituting compound 182 for 2-[4-(naphthalene-2-sulfonyl)-pipera2in-l.yl]-pyrimidine-5-carboxylic acid 
(318, WO 03/076422) title compound 319 was obtained in 75% yield. J H NMR: (400.2 MHz, DMSO) 
5 (ppm): 9.7 (bs, 1H); 8.81 (s, 2H); 8.60 (bs, 1H); 8.44 (s, 1H); 8.20 (d, J= 7.6 Hz, 1H); 8.15 (d, J= 
8.6 Hz, 1H); 8.05 (d, j= 6.9 Hz, 1H); 7.75 (dd; J=1.8, 8.6 Hz; 1H); 7.71 (dd; J=1.3, 6.9 Hz; 1H); 
7.68 (m, 2H); 7.63 (d, J= 8.6 Hz, 1H); 7.47 (m, 2H); 7.40 (dd; J=1.3, 3.5 Hz; 1H); 7.09 W; J= 3.5, 
5.1 Hz; 1H); 3.97 (t, J= 4.1 Hz, 4H); ); 3.07 (t, J= 4.1 Hz, 4H); 1.41 (s, 9H). MS: calc: 670.8; found' 
671.3 (M+H) 

Step 2: 2-[4-{Naphthalene-2-sulfonyl)-piperazin-l-yl]-pyrimidine-5-carboxylic acid (2- 
amino-5-thiophen-2-yl-phenyl)-amide (320) 

[0533] Following the same procedure described in Example 52, step 2 (scheme 37) but 
substituting compound 183 for compound 319 the title compound 320 was obtained in 99% yield. 
*H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.52 (bs, 1H); 8.83 (s, 2H); 8.44 (s, 1H); 8.20 (d, J= 7.6 Hz, 
1H); 8.15 (d, J= 8.6 Hz, 1H); 8.05 (d, J= 8.0 Hz, 1H); 7.75 (dd; J=1.8, 8.6 Hz; 1H); 7.69 (m, 2H); ' 
7.37 (d, J= 1.8 Hz, 1H); 7.31 (dd; J=1.2, 5.1 Hz; 1H); 7.25 (dd; J=2.2, 8.4 Hz; 1H); 7.19 (dd; J=' 
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1.2, 3.5 Hz; 1H); 7.01 (dd; J= 3.5, 5.1 Hz; 1H); 6.74 (d, J= 8.2 Hz, 1H); 5.16 (bs, 2H); 3.96 (t, J= 
4.3 Hz, 4H); ); 3.07 (t, J= 4.3 Hz, 4H); MS: calc: 570.7; found: 571.3 (M+H) 

Example 91 



NHp \=N N — f O 

2-[4-(Biphenyl-4-ylcarbamoyl)-piperazin-l-yl]-pyrimidine-5-carboxylic acid (2-amino-5- 

thiophen-2-yl-phenyl)-amide (323) 
Scheme 71 



NHBoc fTX 
NH 2 ° 



ONa 




321 



BOP, Py, DMAP 



Ph' 



322 




NHBoc 



jVy 




TFA/DCM/rt 



323: Example 91 



Step 1 : [2-{{2-[4-(Biphenyl-4-ylcarbamoyl)-piperazin-l-yl]-pyrimidine-5-carbonyl}-amino)-4- 
thiophen-2-yl-phenyl]-carbamic acid tert-butyl ester (322) 

[0534] Following the same procedure as described in Example 52, step 1 (scheme 37) but 
substituting compound 182 for 2-[4-(biphenyi-4-ylcarbamoyl)-piperazin-l-yl]-pyrimidine-5-carboxylic 
acid sodium salt (321, WO 03/076421) the title compound 322 was obtained in 29% yield. 'H NMR: 
(400.2 MHz, DMSO) 5 (ppm): 9.78 (bs, 1H); 8.93 (s, 2H); 8.75 (bs, 1H); 8.67 (bs, 1H); 7.76 (d, J= 
2.0 Hz, 1H); 7.67 (d, J= 8.4 Hz, 1H); 7.63 (d, J= 1.2 Hz, 1H); 7.61 (m, 1H); 7.57 (m, 4H); 7.50 (m, 
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2H); 7.42 (m, 3H); 7.29 (m, 1H); 7.11 (dd; J= 3.5, 5.1 Hz; 1H); 3.94 (t, J= 4.5 Hz, 4H); ); 3.60 (t, 
J= 4.5 Hz, 4H); 1 .47 (s, 9H). MS: calc: 675.8; found: 698.5 (M+Na) 

Step 2: 2-[4-(Biphenyl-4-ylcarbamoyl)-piperazin-l-yl]-pyrimidine-5-carboxylic acid (2- 
amino-5-thiophen-2-yl-phenyl)-amide (323) 

[0535] Following the same procedure as described in Example 52, step 2 (scheme 37) but 
substituting compound 183 for compound 322 the title compound 323 was obtained in 99% yield. 
>H NMR: (400.2 MHz, DMSO) 5 (ppm): 9.59 (bs, 1H); 8.93 (s, 2H); 8.75 (bs, 1H); 7.63 (d, J= 1.2 Hz, 
1H); 7.61 (m, 1H); 7.57 (m, 4H); 7.41 (m, 3H); 7.33 (dd; J= 1.2, 5.1 Hz; 1H); 7.29 (m, 2H); 7.23 
(dd; J= 1.2, 2.5 Hz; 1H); 7.03 (dd; J= 3.7, 5.1 Hz; 1H); 6.78 (d, J= 8.2 Hz, 1H); 5.22 (bs, 2H); 3.93 
(t, J= 3.9 Hz, 4H); ); 3.60 (t, J= 3.9 Hz, 4H). MS: calc: 575.7; found: 576.3 (M+H 

Example 92 




l-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(pyridin-3-yl)benzamide (327) 

Scheme 72 
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Step 1. tert-Butyl 2-(4-bromobenzamido)-4-{thiophen-2-yl)phenylcarbamate (325) 
[0536] Following the same procedure as in Example 52, step 1 (scheme 37) but substituting 
compound 182 for compound 324 title compound 325 was obtained in 47% yield. *H NMR: (400 
MHz, DMSO-d 6 ) 5 (ppm): 9.94 (s, 1H), 8.72 (s, 1H), 7.91 (d, J=8.6 Hz, 2H), 7.76 (d, J= 8.2, 2H), 
7.75 (d, J= 2.2 Hz, 1H), 7.62 (d, J=8.9 Hz, 1H), 7.51 (dd, J=4.9, 1.2 Hz, 1H), 7.50 (dd, J=8.6, 2.2 
Hz, 7.44 (d, J=3.7, 1.2 Hz, 1H), 7.11 (dd, J=5.1, 3.5 Hz, 1H), 1.45 (s, 9H). LRMS: (m/z): 
495.1/497.1 ((M/M+2)+23). 

Steps 2 and 3. /V-(2-Amino.5-(thiophen-2-yl)phenyl).4-(pyridin-3-yl)benzamide (327) 
[0537] Following the same procedure as in Example 29, step 1 (scheme 21) but substituting 
bromide 114 for the bromide 325 and using 3-pyridine boronic acid as a coupling partner, (Suzuki 
coupling) the compound 326 was obtained and used without purification for the next step. 
[0538] Following the same procedure as in Example 52, step 2 (scheme 37) but replacing 
compound 183 by compound 326 the title compound 327 was obtained (14% yield over the two 
steps). l H NMR: (400 MHz, DMSO-d 6 ) 5 (ppm): 9.80 (s, 1H), 8.98 (d, J=2.2 Hz, 1H), 8.60 (dd, J=4.7, 
1.6 Hz, 1H), 8.17 (d, J=8.6 Hz, 1H), 8.12 (d, J=8.0 Hz, 2H), 7.90 (d, J=8.6 Hz, 2H), 7.52 (dd, 
J=7.2, 4.1 Hz, 1H), 7.48 (s, 1H), 7.35 (d, J=4.1 Hz, 1H), 7.29 (dd, J=8.4, 2.3 Hz, 1H), 7.24 (d, 
J=3.3 Hz, 1H), 7.04 (dd, J=5.1, 1.4, 1H), 6.80 (d, J=8.2 Hz, 1H), 5.19 (s, 2H). LRMS: (m/z): 372.3 
(MH + ). 



(Pyridin-3-yl) methyl 4-(2-hydroxy-5-(thiophen-2-yl) phenylcarbamoyl) benzyl carbamate 

(333) 



Example 93 



o 
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Scheme 73 




Step 1. 4-Bromo-2-nitrophenyl acetate (328) 

[0539] A solution of 4-bromo-2-nitropheno! (297, 1 .00g, 4.59 mmol) (scheme 65) in acetic 
anhydride (10 mL) was heated in a pressure vessel at 130-140°C for 16h. Most of the solvent was 
evaporated in vacuo and the resulting oil was kept in the freezer for 3 days. Crystallization occurred 
while thawing. The white crystals were suspended in a mixture of EtOAc/hexanes.(9:l) and collected 
by filtration affording the title compound 328 (1.03 g, 87% yield). 'H NMR: (400 MHz, DMS0-d 6 ) 6 
(ppm): 8.33 (d, J=2.3 Hz, 1H), 8.02 (dd, J=8.6, 2.3 Hz, 1H), 7.45 (d, J=8.6 Hz, 1H), 2.33 (s, 3H). 
LRMS: (m/z): 282.0/284.0 «M + /M+2)+23). 

Step 2. 2-Nitro-4-(thiophen-2-yl)phenol (298) 

[0540] Following the same procedure as in Example 44, step 2 (scheme 32) but substituting 
bromide 155 for bromide 328 (1.00 g, 3.85 mmol) and boronate 116 for 2-thiophene boronic acid 
(517 mg, 4.04 mmol) and heating at 120°C, the title compound 298 was obtained (270 mg, 32% 
yield). >H NMR: (DMSO-d 6 ) 8 (ppm): 11.21 (bs, 1H), 8.07 (d, J=2.3Hz, 1H), 7.80 (dd, J=8.6, 2.3 Hz, 
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1H), 7.49 (dd, J=3.5, 1.2 Hz, 1H), 7.16 (d, J=8.6 Hz, 1H), 7.11 (dd, J=5.1, 3.5Hz, 1H), 7.07 (d, 
J=8.8 Hz, 1H). 

Step 3. 2-Amino-4-(thiophen-2-yl)phenol (329) 

[0541] Following the same procedure as in Example 51, step 3 (scheme 37) but substituting 
compound 177 for compound 298 (270 mg, 1.22 mmol), the title compound 329 was obtained 
(233 mg, 100% yield). 'H NMR: (DMSO-d 6 ) 8 (ppm): 9.21 (bs, 1H), 7.33 (dd, J=5.1, 1.0 Hz, 1H), 
7.14 (dd, J=3.5, 1.2 Hz, 1H), 7.01 (dd, J=5.1, 3.5 Hz, 1H), 6.85 (d, J=2.2 Hz, 1H), 6.63 (d, J=8.0 
Hz, 1H), 6.53 (d, J=8.2 Hz, 1H), 4.65 (bs, 2H). LRMS: (m/z): 192.1 (MH + ). 

Step 4. 0-tert-Butyldimethylsilyl-2-amino-4-(thiophen-2-yl)phenoI (330) 
[0542] Following the same procedure as in Example 19, step 2 (scheme 1 7) but substituting 
compound 90 for compound 329 (233 mg, 1.22 mmol), the title compound 330 was obtained (211 
mg, 57% yield). J H NMR: (DMSO-d 6 ) 8 (ppm): 7.75 (dd, J=5.1, 1.2 Hz, 1H), 7.66 (dd, J=3.5, 1.2 Hz, 
1H), 7.50 (d, J=2.2 Hz, 1H), 7.47 (dd, J=5.3, 3.7 Hz, 1H), 7.28 (dd, J=8.2, 2.2 Hz, 1H), 7.21 (d, 
J=8.2 Hz, 1H), 4.88 (bs, 2H), 1.50 (s, 9H), 0.73 (s, 6H). LRMS: (m/z): 306.3 (MH + ). 

Steps 5 and 6: (Pyridin-3-yl)methyl 4-(2-hydroxy-5-(thiophen-2-yl)phenylcarbamoyl) 
benzylcarbamate (333) 

[0543] To a solution of acid 331 (383 mg, 0.691 mmol) (US 6,174,905 Bl) in DMF (6 mL) was 
added Et 3 N (194uL, 1.39 mmol) and BOP (954 mg, 2.08 mmol). The mixture was stirred for 15 min. 
and a solution of compound 330 (21 1 mg, 0.691 mmol) in DMF (4 mL) was added followed by Et 3 N 
(510uL, 3.66 mmol). The mixture was stirred for 16 hours at rt and then concentrated in vacuo at 
80°C. The residue was partitioned between EtOAc and H 2 0, the organic phase was extracted twice 
with HCI IN and the combined acidic extracts were neutralized with saturated NaHC0 3 . A precipitate 
formed which was extracted with EtOAc; the extract was washed with brine, dried over MgS0 4 , 
filtered and concentrated. The resulting material was purified by flash chromatography using as an 
eluent a mixture MeOH/DCM with increasing polarity (7:93 to 10:90) affording the intermediate 
compound 332 (99 mg, 20% yield). >H NMR: (DMS0-d 6 ) 8 (ppm): 10.11 (s, 1H), 8.56 (bs, 2H). 8.51 
(bs, 2H), 8.02 (d, J=7.8 Hz, 2H), 7.92-7.90 (m, 2H), 7.79 (d, J=8.2 Hz, 2H), 7.76-7.74 (m, 2H), 
7.61 (d, J=7.4 Hz, 1H), 7.57 (d, J=5.1 Hz, 1H), 7.53 (d, J=3.5 Hz, 1H), 7.41 (d, J=8.2 Hz, 2H), 
7.38 (d, J=7.8 Hz, 2H), 7.29 (d, J=8.2 Hz, 1H), 7.27 (d, J=5.9 Hz, 1H), 7.16 (dd, J=5.1, 3.7 Hz, 
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1H), 5.08 (s, 2HJ, 5.07 (s, 2H), 4.28 (d, J=7.2 Hz, 2H), 7.23 (d, J=5.5 Hz, 2H). LRMS: (m/z): 728.3 
(MH + ). 

[0544] To a solution of compound 332 (10 mg, 0.0137mmol) in THF (500uL) was added excess 
NaOH (500uL of a solution prepared by dissolving one pellet in lmL of H 2 0). The mixture was stirred 
at 60°C for 1 h, partitioned between EtOAc and H 2 0. The aqueous layer was extracted with EtOAc 
and the organic phase was extracted with HCI IN. The acidic extract was neutralized with saturated 
NaHC0 3 to form a precipitate which was extracted with EtOAc; the extract was washed with brine, 
dried over MgS0 4 , filtered and concentrated. The resulting material was purified by preparative TLC 
using MeOH/DCM (7:93) affording the title compound 333 (2.9 mg, 46% yield). l H NMR: (Acetone-d 6 ) 
8 (ppm): 9.37 (bs, 1H), 9.35 (bs, 1H), 8.47 (d, J=1.2 Hz, 8.38 (d, J=3.9 Hz, 1H), 7.97 (s, 1H), 7.87 
(d, J=8.4 Hz, 2H), 7.64 (d, J=7.4 Hz, 1H), 7.35 (d, J=8.2 Hz, 2H), 7.25 (dd, J=8.4, 2.3 Hz, 1H), 
7.22 (dd, J=5.1, 1.2 Hz, 1H), 7.16 (dd, J=3.7, 1.2 Hz, 1H), 6.93 (d, J=8.1 Hz, 1H), 6.93 (d, J=1.6 
Hz, 1H), 6.86 (d, J=8.4 Hz, 1H), 5.01 (s, 2H), 4.31 (d, J=6.3 Hz, 2H). LRMS: (m/z): 460.2 (MH + ). 



2-(4-(4-Cyanobenzyl)piperazin-l-yl)-N-(2-amino-5-(thiophen-2-yl)phenyl)thiazole-5- 
carboxamide (341) 



Example 94 




363 



WO 2005/030705 



PCT/US2004/031591 



Scheme 74 
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341: Example 94 



Step 1: tert-Butyl 4-(4-cyanobenzyl)piperazine-l-carboxylate (336) 
[0545J A solution of tert-butyl piperazine-l-carboxylate (334, 1 g, 5.37 mmol), 3- 
(bromomethyl)benzonitrile (335, 1.26 g, 6,45 mmol) and K 2 C0 3 (1.48 g, 10.74 mmol) in EtOH (20 
mU was refluxed for four hours. The reaction mixture was then concentrated, diluted with EtOAc (20 
mL) and washed with water (20 mL). The organic phase was separated, dried with Na 2 S0 4> filtered 
and concentrated. Crude product was purified by flash chromatography using the gradient 10*25% 
EtOAc in hexanes as an eluent to afford the title compound 336 (1.374 g 85%). MS: calc: 301.3; 
found: 302.1 (M+H) 

Step 2: 4-(4-Cyanobenzyl)piperazine-l-carbothioamide (337) 

[0546] A solution of tert-butyl 4-(4-cyanobenzyl)piperazine-l-carboxylate (336, 1 .374 g, 4.56 
mmol) in DCM (5 mL) and TFA (5 mL) was stirred at room temperature for one hour. The reaction 
mixture was concentrated and the residue was added to a solution of thiocarbonyldiimidazole (1.21 
g, 6.84 mmol, 1.5 equiv.) in dry DCM (20 mL) under N 2 at OX. Obtained solid was diluted with MeOH 
(20 mL) and transferred to a pressure vial. Ammonia gas was bubbled in for 10 min and the flask 
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was capped and stirred at 80°C for two days. The reaction mixture was concentrated and purified by 
flash chromatography using 60% EtOAc in hexane as an eluent, to afford the title compound 337 
(593 mg, 50% yield). MS: calc: 260.1; found: 261.2{M+H) 

Step 3: Methyl 2-(4-(4-cyanobenzyl)piperazin-l-yl)thiazole-5-carboxylate (338) 
[0547] A solution of (E)-methyl 3-methoxyacrylate (290 mg, 280 mL, 2.51 mmol) in 1:1 mixture 
of dioxane/water (4 mL) was treated with NBS (507 mg, 2.85 mmol) at OX and stirred for 1 hour. 
The mixture was transferred to a flask containing the thioamide 337 (593 mg, 2.28 mmol) at room 
temperature and the resulting mixture was refluxed for 1 .5 hours. It was cooled down, quenched by 
adding saturated NH 4 CI solution (5 mL) and concentrated. Obtained material was partitioned between 
EtOAc and water. Organic phase was dried with Na 2 S0 4 , filtered and concentrated. The crude 
product was purified by flash chromatography using 60% EtOAc in hexanes as an eluent, to afford 
the title compound 338 (602 mg, 77% yield). MS: calc: 342.1; found: 343.KM+H) 

Step 4: 2-(4-(4-Cyanobenzyl)plperazln-l-yl)thiazole-5-carboxylic acid (339) 
[0548] 1:1:1 solution of THF/water/MeOH (9 mL) of ester 338 (602 mg, 1.76 mmol) and KOH 
(600 mg, 10.71 mmol, 6 equiv.) was stirred at room temperature for lhour. The reaction mixture 
was then concentrated and partitioned between ether and water. Aqueous layer was collected and 
acidified with 1M HCI solution to pH=3 and extracted with EtOAc (3x5 mL). Organic phase was dried 
with Na 2 S0 4> filtered and concentrated. Crude product 339 (WO 03/092686) was used directly in 
the next step. MS: calc: 328.1; found: 329.1 (M+H) 

Step 5: tert-Butyl 2-(2-(4-(4-cyanobenzyl)pfperazin-l-yl)thiazole-5-carboxamido)-4- 
(thiophen-2-yl)phenylcarbamate (340) 

[0549] A solution of acid 339 (113 mg, 0.34 mmol) amine 178 (100 mg, 0.34 mmol) and BOP 
(152 mg, 0.34 mmol) in pyridine (2 mL) was stirred at room temperature overnight. The reaction 
mixture was concentrated and purified by flash chromatography using gradient eluent 50%-75% 
EtOAc in hexanes to afford the title compound 340 (96 mg, 47% yield). MS: calc: 600.1; found: 
601.3 (M+H) 
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Step 6: 2-(4-(4-Cyanobenzyl)piperazin-l-yl)-N-(2-amino-5-(thiophen-2-yl)phenyl) thiazole-5- 
carboxamide (341) 

[0550] A solution of compound 340 (96 mg, 0.16 mmol) in 1:1 DCM/TFA (6 mL) was stirred at 
room temperature for 1 hour. The mixture was concentrated and purified by flash chromatography 
using EtOAc as an eluent, to afford the title compound 341 (47 mg, 59 % yield). ! H NMR: (400.2 
MHz, CD 3 OD) 5 (ppm): 7.95 (br.s, 1H), 7.75 (m, 1H). 7.68 (m, 2H), 7.53 (t, 1H, J=7.6 Hz), 7.42 (s, 
1H), 7.33 (d, 1H, J=8.2 Hz), 7.20 (m, 2H), 7.00 (m, 1H), 6.87 (d, 1H, J=8.3 Hz), 3.72 (s, 2H), 3.60 
(m, 4H), 2.68 (m, 4H). MS: calc: 500.1; found: 501.2 (M+H) 

Example 95 




N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(4-benzylpiperazin-l-yl)benzamide (344) 

Scheme 75 




344: Example 95 



Step 1: tert-Butyl 2-(4-(4-benzylpiperazin-l-yl)benzamido)-4-(thiophen-2- 
yl)phenylcarbamate (343) 

[0551] Following the procedure as described in Example 94, step 5 (scheme 74) but substituting 
2-(4-(4-cyanobenzyl)piperazin-l-yl)thiazole-5-carboxylic acid (339 WO 03/092686)) for 4-(4- 
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benzylpiperazin-l-yDbenzoic acid (342, WO 03/087057) the title compound 343 was obtained in 
18% yield. MS: calc: 568.2; found: 569.3 (M+H) 

Step 2: N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(4-benzylpiperazin-l-yl)benzamide (344) 
[0552] A solution of compound 343 (36 mg, 0.06 mmol) in 1:1 DCMAFA (6 mL) was stirred at 
room temperature for 1 hour. The mixture was concentrated and partitioned between water and 
EtOAc. Organic phase was washed with NaHC0 3 solution, dried with Na 2 S0 4 , filtered and 
concentrated to afford the title compound 344 (5 mg, 17% yield). 'H NMR: (400.2 MHz, CDCI 3 ) 6 
(ppm): 2.625 (t, J=5Hz, 4H), 3.35 (t, J=5Hz, 4H), 3.59 (s, 2H), 4.00 (s, 2H), 6.84 (d, J=8Hz, 1H), 
6.90 (d, J=9Hz, 2H), 7.01 (m, 1H), 7.16 (m, 2H), 7.25 (m, 6H), 7.50 (s, 1H), 7.75 (s, 1H), 7.81 (d, 
J=9Hz, 2H). MS: calc: 468.0; found: 469.0 (M+H) 



Example 96 




Nl-(2-amino-5-(thiophen-2-yl)phenyl)-N8-phenyloctanediamide (347) 

Scheme 76 




347: Example 96 



Step 1: tert-Butyl 2-{Nl-phenyloctanediamido)-4-(thiophen-2-yl)phenylcarbamate (346) 
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[0553] A solution of methyl 7-(phenylcarbamoyl)heptanoate (345, US Patent 5,369,108) (124 
mg, 0.46 mmol) and KOH (100 mg, 177 mmol) in THF/water/MeOH (1:1:1, 9 mL) was stirred at 
room temperature for Ihour. The reaction mixture was then concentrated and partitioned between 
ether and water'. Aqueous layer was collected, acidified with 1M HCI solution to pH=3 and extracted 
with EtOAc (3x5 mL). Combined organic phase was dried with Na 2 S0 4 , filtered and concentrated. 
Crude acid was diluted in thionyl chloride (3 mL) and DMF (1 drop) and stirred at room temperature 
for 20 min. The reaction mixture was concentrated in vacuo, diluted with THF (3 mL) and cooled to 
0°C. It was treated with Et 3 N (62 mg, 86 DL, 0.61 mmol) and amine 178 (120 mg, 0.41 mmol) and 
stirred at 0°C for 30 min. The reaction mixture was quenched by the addition of saturated NH 4 CI 
solution and extracted with EtOAc (3x3 mL). Combined organic phase was dried with Na 2 S0 4 , filtered 
and concentrated. Crude product was purified by flash chromatography using 50% EtOAc in hexanes 
as an eluent, to afford the title compound 346 (111 mg, 52% yield). MS: calc: 521.2; found: 522.3 



Step 2: Nl-(2-Amino-5-(thiophen-2-yl)phenyl)-N8-phenyloctanediamide (347) 
[0554] A solution of compound 346 (111 mg, 0.06 mmol) in 2:1 DCMAFA (3 mL) was stirred at 
room temperature for 1 hour. The mixture was quenched by addition of saturated NaHC0 3 solution 
and extracted with DCM. Organic phase was dried with Na 2 S0 4 , filtered and concentrated. Crude 
product was purified by flash chromatography using EtOAc as an eluent to afford the title compound 
347 (20 mg, 22% yield). ! H NMR: (400.2 MHz, CD 3 OD) 5 (ppm): 7.51 (br.s. 2H), 7.38 (s, 1H), 7.16- 
7.27 (m, 5H), 6.9-7.1 (m, 2H), 6.84 (m, 1H), 2.42 (m, 4H), 1.76 (m, 4H), 1.49 (m, 4H). MS: calc: 
421.2; found: 422.2 (M+H) 



o 

N-(2-Amino-5-(thiophen-2-yl)phe^ 

yl)methyl)benzamide (349) 
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Scheme 77 
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349: Example 97 



Steps 1 and 2: N-(2-Amino-5-(thiophen-2-yl)phenylH-((l,2-dihydro-2,4-dioxo quinazolin- 
3(4H)-yl)methyl)benzamide (349) 

[0555] Following the same procedures as described in Example 52, steps 1 and 2 (scheme 37) 
but substituting acid 182 for 4-{(l,2-dihydro-2,4-dioxoquinazolin-3(4H)-yl)methyl)benzoic acid 348 
(W0 03/024448 or JP 2003137866A); the title compound 349 was obtained in 55% yield. »H NWIR 
(DMS0-d 6 ) D(ppm): 11.57 (s, 1H), 9.81 (s, 1H), 7.95-7.92 (m, 3H), 7.58 (td, J=7.2, 1.4 Hz, 1H), 7.48 
(d, J=1.8 Hz, 1H), 7.42 (d, J=8.2 Hz, 2H), 7.38 (d, J=5.1 Hz, 1H), 7.34 (dd, J=8.2, 2.0 Hz, 1H), 
7.27 (d, J=3.3 Hz, 1H), 7.24-7.20 (m, 2H), 7.05 (dd, J=4.9, 3.5 Hz, 1H), 6.89 (d, J=8.4 Hz, 1H), 
5.17 (s, 2H). (The NH 2 group is missing, overlapped by H 2 0). MS (m/z): 468.53 (calc) 469.2 (MH+) 
(found). 

Example 98 




tert-Butyl 4-(5-(2-amino-5-(thiophen-2-yl) phenylcarbamoyl) thiophen-2-yl) piperidine-1- 

carboxylate (355) 
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Scheme 78 




354 355: example 98 

Step 1: l-(tert-Butoxycarbonyl)-l,2 r 3,6-tetrahydropyridin-4-yI trifluoromethanesulfonate 
(351) 

[0556] Butyl lithium (14.96 mmol, 1.4M, 2.09 mL) and diisopropyl amine (14.96 mmol, 10.68 
ml_) were added to dry THF at - 78°C to generate LDA in solution. Tert-butyl 4-oxopiperidine-l- 
carboxylate (350, 2.71g, 13.6 mmol) in THF (10 mL) was added to the LDA solution. The resulting 
reaction mixture was warmed to room temperature and allowed to stir for additional 30 minutes, 
cooled to-78°C once again, and N-phenyltrifluromethanesulfonimide (5.1g, 14.3 mmol) solution in 
THF was added via syringe. The combined reaction mixture was warmed to room temperature and 
allowed to stir for 3 additional hours, quenched with water (50 mL) and extracted with ethyl acetate 
(2 x 50 mL). The extract was dried over sodium sulfate, evaporated and the residue was purified by 
flash chromatography on silica gei, eluent 7:1 mixture hexanes-ethyl acetate, to afford the title 
compound 351 as light yellow oil (2.55g, 57% yield). J H-NMR (DMSO) 8: 6.00 (s, 1H), 3.97 - 3.96 
(m, 2H), 3.53 (t, J=5.7 Hz, 2H), 2.41 - 2.40 (m, 2H), 1.41 (s, 9H). 

Step 2: 5-(l-(tert-butoxycarbonyl)4,2,3,6-teto^ 
acid (353) 

[0557] To a stirred solution of 351 (1.1 g, 3.32 mmol) and 352 (571 mg, 3.32 mmol) in a 2:1 
mixture of DME-water (30 mL), was added Pd(PPh 3 )4 (268 mg, 0.232 mmol), tri-otolyl phosphine (71 
mg, 0.232 mmol) and potassium carbonate (1.38 g, 9.96 mmol). The reaction mixture was 
degassed with nitrogen for 5 minutes and stirred at 80 °C for 15 hours, cooled, treated with water 
(50 mL) and extracted with ethyl acetate (2 x 40 mL). The organic layer was separated, dried with 
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sodium sulfate and evaporated under reduced pressure to form a residue which was purified by flash 
chromatography, eluting with a gradient solvent system from 2:1 hexanes-ethyl acetate to 1:1 
hexanes-ethyl acetate. A subsequent trituration was performed with 10% ethyl acetate in hexanes for 
15 minutes to afford 353 as a beige solid (330 mg, 33% yield). l H NMR: (DMSO) 8 7.60 (d, J-2.2 
Hz, 1H), 7.14 (d, J=3.7 Hz, 1H), 6.28 - 6.29 (m, 1H), 4.00 - 3.99 (m, 2H), 3.52 (t, J=5.9 Hz, 2H), 
2.45-2.46 (m, 2H), 1.42 (s, 9H). 

Step 3: tert-Butyl 4-(5-(2-nitro-5-(thiophen-2-yl)pheny!carbamoyl)thiophen-2-yl)-5,6- 
dihydropyridine-l{2H)-carboxylate (354) 

[0558] Compound 353 (270 mg, 0.87 mmol), 2-nitro-5-(thiophen-2-yl)benzenamine (3, 193 mg, 
0.87 mmol), and BOP (386 mg, 0.87 mmol) were dissolved in dry pyridine (10 mL). Sodium hydride 
(140 mg, 3.50 mmol) was added and the resulting solution was stirred at room temperature for 2 
hours, quenched with glacial acetic acid (1 mL), and the pyridine was removed under reduced 
pressure. Water (50 mL) was added and the mixture was extracted with ethyl acetate (2 x 50 mL). 
The extract was dried with sodium sulphate and evaporated to yield a residue which was triturated 
with ethyl acetate for 15 minutes, to afford the title compound 354 as a yellow solid (270 mg, 61% 
yield). ! H NMR: (DMSO) 6 10.79 (s, 1H), 8.06-8.04 (m, 2H), 7.86 (d, J=3.9 Hz, 1H), 7.75 - 7.68 
(m, 3H), 7.25 - 7.20 (m, 2H), 6.32 (s, 1H), 4.04 - 4.01 (m, 2H), 3.54 (t, J=5.3 Hz, 2H), 1.43 (s, 
9H). 

Step 4: tert-Butyl 4-(5-(2-amino-5-(thiophen-2-yl)phenylcarbamoyl)thiophen-2-yl)piperidine- 
1-carboxylate (355) 

[0559] To a stirred solution of 354 (270 mg, 0.53 mmol) in methanol (25 mL) was added 10 % 
palladium on charcoal (150 mg). The resulting mixture was purged with H 2 gas and stirred under a 
hydrogen atmosphere for 3 days, filtered through a celite pad, evaporated and purified by flash 
chromatography, eluent 1:1 hexanes-ethyl acetate, to afford the title compound 355 as a white solid 
(24 mg, 10% yield). : H NMR: (CD 3 0D) 5 7.73 (d, J=3.3 Hz, 1H), 7.45 (d, J=2.1 Hz, 1H), 7.34 (dd, 
J=8.2, 2.2 Hz, 1H), 7.23 - 7.19 (m, 2H), 7.01 (dd, J=4.7, 3.7 Hz, 1H), 6.96 (d, J=3.9 Hz, 1H), 6.88 
(d, J=8.1 Hz, 1H), 4.17 (d, J=13.1 Hz, 2H), 3.00 - 2.90 (m, 2H), 2.04 (d, J=12.1 Hz, 2H), 1.60 - 
1.54 (m,2H). 
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Example 99 




N-{2-amino-5-(thiophen-2-yl)phenyl)-2-(2-morpholinoethyl)-l ( 3-dioxoisoindoline-5- 

carboxamide (358) 
Scheme 79 




358: Example 99 

Step 1: 2-(2-Morpholinoethyl)-l r 3-dioxoisoindoline-5-carboxylic acid (357) 
[0560] 1 ,2,4-Benzenetricarboxylic anhydride (356, 0.487g, 2.53 mmol) and 4-<2- 
aminoethyDmorpholine (0.33g, 2.53 mmol) were allowed to stir 2 hours at 130°C in acetic acid (10 
ml_). The reaction mixture was then cooled to.room temperature and the precipitated solid was 
collected by filtration, washed with H 2 0 and dried under vacuum, to afford title compound 357 as a 
white powder (0.63g, 82% yield). ! H NMR (DMSO) 5 (ppm): 8.26 (dd, J= 7.6, 1.4 Hz, 1H), 8.15 (dd, 
J= 1.4, 0.6 Hz, 1H), 7.92 (dd, J= 7.6, 0.6 Hz, 1H), 3.73 (t, J= 6.5 Hz, 2H), 3.50 (t, J= 4.5 Hz, 4H), 
2.59 (t, J= 6.5 Hz, 2H), 2.47 (overlapped with DMSO, 4H). MS: 304.3 (calc), 305.1 (obs). 
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Step 2 and 3: N-fa-Amino-S-lthiophen-Z-ylJphenyD^-fZ-morpholinoethyDa.S- 
dioxoisoindoline-5-carboxamide (358) 

[0561] Following the same procedures outlined in Example 71a, steps 2 and 3 (scheme 54) but 
substituting 3,4-dimethoxybenzoic acid (257a) for compound 357, the title compound 358 was 
obtained in 18% yield (over the two steps). »H NMR: (DMSO) 5 (ppm): 10.03 (s, 1H), 8.45 (s, 1H), 
8.38 (d, J= 7.6 Hz, 1H), 7.99 (d, J= 7.6 Hz, 1H), 7.44 (d, J= 2.0 Hz, 1H), 7.32 (dd, J= 11.9, 5.1 
Hz, 1H), 7.28 (d, J= 2.0 Hz, 1H), 7.03 (d, J= 4.9 Hz, 1H), 6.78 (d, j= 8.2 Hz, 1H), 5.27 (s, 2H), 
3.73 (t, J= 6.3 Hz, 2H), 3.48 (m, 4H), 2.54 (t, J= 6.5 Hz, 2H), 2.41 (m, 4H). MS: 476.15 (calc)' 
477.2 (obs). 
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Step 1: 5-(lH-imidazol-l-yl)-2-nitrobenzenamine (360) 

[0562] Following the same procedure as described in Example 1 , step 1 (scheme 1) but 
substituting l-bromo-4-nitrobenzene (1) for H4-nitrophenyl)-lH-imidazole (359), title compound 360 
was obtained in 32% yield. MS: 204.06 (calc), 205.1 (found). 

Steps 2 and 3: N-(2-amino-5-(lH-imidazol-l-yl)phenyl)-4-methoxyben2amide (361) 
[0563] Following the same procedure as described in Example 1 9, steps 3 and 4 (scheme 1 7) 
but substituting compound 91 for compound 360, the title compound 361 was obtained in 10.5% 
yield (over 2 steps). 'H NMR: (DMSO) 5 (ppm): 9.62 (s, 1H), 7.96 (d, J= 9.0 Hz, 3H), 7.52 (m, 1H), 
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7.42 (d, J= 2.5 Hz, 1H), 7.19 (dd, J= 8.6, 2.5 Hz, 1H), 7.04 (d, J= 8.8 Hz, 2H), 7.03 (s, 1H), 6.85 
(d, J= 8.4 Hz, 1H), 5.11 (s, 2H), 3.83 (s, 3H). MS: 308.13 (calc), 309.2 (obs). 

Pharmaceutical Compositions 

[0564] In a second aspect, the invention provides pharmaceutical compositions comprising an 
inhibitor of histone deacetylase according to the invention and a pharmaceutically acceptable carrier, 
excipient, or diluent. Compounds of the invention may be formulated by any method well known in the 
art and may be prepared for administration by any route, including, without limitation, parenteral, 
oral, sublingual, transdermal, topical, intranasal, intratracheal, or intrarectal. In certain preferred 
embodiments, compounds of the invention are administered intravenously in a hospital setting. In 
certain other preferred embodiments, administration may preferably be by the oral route. 
[0565] The characteristics of the carrier will depend on the route of administration. As used 
herein, the term "pharmaceutically acceptable" means a non-toxic material that is compatible with a 
biological system such as a cell, cell culture, tissue, or organism, and that does not interfere with the 
effectiveness of the biological activity of the active ingredient(s). Thus, compositions according to the 
invention may contain, in addition to the inhibitor, diluents, fillers, salts, buffers, stabilizers, 
solubilizers, and other materials well known in the art. The preparation of pharmaceutically 
acceptable formulations is described in, e.g., Remington's Pharmaceutical Sciences, 18th Edition, 
ed. A. Gennaro, Mack Publishing Co., Easton, PA, 1990. 

[0566] As used herein, the term pharmaceutically acceptable salts refers to salts that retain the 
desired biological activity of the above-identified compounds.and exhibit minimal or no undesired 
toxicological effects. Examples of such salts include, but are not limited to acid addition salts formed 
with inorganic acids (for Example, hydrochloric acid, hydrobromic acid, sulfuric acid, phosphoric 
acid, nitric acid, and the like), and salts formed with organic acids such as acetic acid, oxalic acid, 
tartaric acid, succinic acid, malic acid, ascorbic acid, benzoic acid, tannic acid, pamoic acid, alginic 
acid, polyglutamic acid, naphthalenesulfonic acid, naphthalenedisulfonic acid, and polygalacturonic 
acid. The compounds can also be administered as pharmaceutically acceptable quaternary salts 
known by those skilled in the art, which specifically include the quaternary ammonium salt of the 
formula -NR + Z-, wherein R is hydrogen, alkyl, or benzyl, and Z is a counterion, including chloride, 
bromide, iodide, -O-alkyl, toluenesulfonate, methylsulfonate, sulfonate, phosphate, or carboxylate 
(such as benzoate, succinate, acetate, glycolate, maleate, malate, citrate, tartrate, ascorbate, 
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benzoate, cinnamoate, mandeloate, benzyloate, and diphenylacetate). As used herein, the term "salt" 
is also meant to encompass complexes, such as with an alkaline metal or an alkaline earth metal. 
[0567] The active compound is included in the pharmaceutical^ acceptable carrier or diluent in 
an amount sufficient to deliver to a patient a therapeutically effective amount without causing serious 
toxic effects in the patient treated. A preferred dose of the active compound for all of the above- 
mentioned conditions is in the range from about 0.01 to 300 mg/kg, preferably 0.1 to 100 mg/kg 
per day, more generally 0.5 to about 25 mg per kilogram body weight of the recipient per day. A 
typical topical dosage will range from 0.01-3% wt/wt in a suitable carrier. The effective dosage 
range of the pharmaceutical^ acceptable derivatives can be calculated based on the weight of the 
parent compound to be delivered. If the derivative exhibits activity in itself, the effective dosage can 
be estimated as above using the weight of the derivative, or by other means known to those skilled in 
the art. 

Inhibition of Histone Deacetylase 

[0568] In a third aspect, the invention provides a method of inhibiting histone deacetylase in a 
cell, comprising contacting a cell in which inhibition of histone deacetylase is desired with an inhibitor 
of histone deacetylase according to the invention. Because compounds of the invention inhibit 
histone deacetylase, they are useful research tools for in vitro study histone deacetylases and their 
role in biological processes. In addition, the compounds of the invention selectively inhibit certain 
isoforms of HDAC. 

[0569] Measurement of the enzymatic activity of a histone deacetylase can be achieved using 
known methodologies. For Example, Yoshida et a)., J. Biol. Chem., 265: 17174-17179 (1990), 
describes the assessment of histone deacetylase enzymatic activity by the detection of acetylated 
histones in trichostatin A treated cells. Taunton et al„ Science, 272: 408-411 (1996), similarly 
describes methods to measure histone deacetylase enzymatic activity using endogenous and 
recombinant HDAC-1. 

[0570] In some preferred embodiments, the histone deacetylase inhibitor interacts with and 
reduces the activity of all histone deacetylases in the cell. In some other preferred embodiments 
according to this aspect of the invention, the histone deacetylase inhibitor interacts with and reduces 
the activity of fewer than all histone deacetylases in the cell. In certain preferred embodiments, the 
inhibitor interacts with and reduces the activity of one histone deacetylase (e.g., HDAC-1), but does 
not interact with or reduce the activities of other histone deacetylases (e.g., HDAC-2, HDAC-3, HDAC- 
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4, HDAC-5, HDAC-6, HDAC-7, and HDAC-8). As discussed below, certain particularly preferred histone 
deacetylase inhibitors are those that interact with, and reduce the enzymatic activity of, a histone 
deacetylase that is involved in tumorigenesis. Certain other preferred histone deacetylase inhibitors 
interact with and reduce the enzymatic activity of a fungal histone deacetylase. 
[0571] Preferably, the method according to the third aspect of the invention causes an inhibition 
of cell proliferation of the contacted cells. The phrase "inhibiting cell proliferation" is used to denote 
an ability of an inhibitor of histone deacetylase to retard the growth of cells contacted with the 
inhibitor as compared to cells not contacted. An assessment of cell proliferation can be made by 
counting contacted and non-contacted cells using a Coulter Cell Counter (Coulter, Miami, FL) or a 
hemacytometer. Where the cells are in a solid growth (e.g., a solid tumor or organ), such an 
assessment of cell proliferation can be made by measuring the growth with calipers and comparing 
the size of the growth of contacted cells with non-contacted cells. 

[0572] Preferably, growth of cells contacted with the inhibitor is retarded by at least 50% as 
compared to growth of non-contacted cells. More preferably, cell proliferation is inhibited by 100% 
(i.e., the contacted cells do not increase in number). Most preferably, the phrase "inhibiting cell 
proliferation" includes a reduction in the number or size of contacted cells, as compared to non- 
contacted cells. Thus, an inhibitor of histone deacetylase according to the invention that inhibits cell 
proliferation in a contacted cell may induce the contacted cell to undergo growth retardation, to 
undergo growth arrest, to undergo programmed cell death (i.e., to apoptose), or to undergo necrotic 
cell death. 

[0573] The cell proliferation inhibiting ability of the histone deacetylase inhibitors according to 
the invention allows the synchronization of a population of asynchronously growing cells. For 
Example, the histone deacetylase inhibitors of the invention may be used to arrest a population of 
non-neoplastic cells grown in vitro in the Gl or G2 phase of the cell cycle. Such synchronization 
allows, for Example, the identification of gene and/or gene products expressed during the Gl or G2 
phase of the cell cycle. Such synchronization of cultured cells may also be useful for testing the 
efficacy of a new transfection protocol, where transfection efficiency varies and is dependent upon 
the particular cell cycle phase of the cell to be transfected. Use of the histone deacetylase inhibitors 
of the invention allows the synchronization of a population of cells, thereby aiding detection of 
enhanced transfection efficiency. 



376 



WO 2005/030705 PCT/US2004/03I591 

[0574] In some preferred embodiments, the contacted cell is a neoplastic cell. The term 
"neoplastic cell" is used to denote a cell that shows aberrant cell growth. Preferably, the aberrant cell 
growth of a neoplastic cell is increased cell growth. A neoplastic cell may be a hyperplastic cell, a 
cell that shows a lack of contact inhibition of growth in vitro, a benign tumor cell that is incapable of 
metastasis in vivo, or a cancer cell that is capable of metastasis in vivo and that may recur after 
attempted removal. The term "tumorigenesis" is used to denote the induction of cell proliferation that 
leads to the development of a neoplastic growth. In some embodiments, the histone deacetylase 
inhibitor induces cell differentiation in the contacted cell. Thus, a neoplastic cell, when contacted with 
an inhibitor of histone deacetylase may be induced to differentiate, resulting in the production of a 
non-neoplastic daughter cell that is phylogenetically more advanced than the contacted cell. 
[0575] In some preferred embodiments, in neoplastic cells, antitumor activity of an HDAC 
inhibitor can be assessed by analyzing expression of certain tumor suppressor genes, such as 
p21 wAFi/ci P i HDAC inni5itors jnduce p21 wAFi/ci P i expression in human cancer cells, which leads to 
retardation of cell proliferation. 

[0576] In some preferred embodiments, the contacted cell is in an animal. Thus, the invention 
provides a method for treating a cell proliferative disease or condition in an animal, comprising 
administering to an animal in need of such treatment a therapeutically effective amount of a histone 
deacetylase inhibitor of the invention. Preferably, the animal is a mammal, more preferably a 
domesticated mammal. Most preferably, the animal is a human. 

[0577] The term "cell proliferative disease or condition" is meant to refer to any condition 
characterized by aberrant cell growth, preferably abnormally increased cellular proliferation. 
Examples of such cell proliferative diseases or conditions include, but are not limited to, cancer, 
restenosis, and psoriasis. In particularly preferred embodiments, the invention provides a method for 
inhibiting neoplastic cell proliferation in an animal comprising administering to an animal having at 
least one neoplastic cell present in its body a therapeutically effective amount of a histone 
deacetylase inhibitor of the invention. 

[0578] It is contemplated that some compounds of the invention have inhibitory activity against a 
histone deacetylase from a protozoal source. Thus, the invention also provides a method for treating 
or preventing a protozoal disease or infection, comprising administering to an animal in need of such 
treatment a therapeutically effective amount of a histone deacetylase inhibitor of the invention. 
Preferably the animal is a mammal, more preferably a human. Preferably, the histone deacetylase 
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inhibitor used according to this embodiment of the invention inhibits a protozoal histone deacetylase 
to a greater extent than it inhibits mammalian histone deacetylases, particularly human histone 
deacetylases. 

[0579] The present invention further provides a method for treating a fungal disease or infection 
comprising administering to an animal in need of such treatment a therapeutically effective amount of 
a histone deacetylase inhibitor of the invention. Preferably the animal is a mammal, more preferably a 
human. Preferably, the histone deacetylase inhibitor used according to this embodiment of the 
invention inhibits a fungal histone deacetylase to a greater extent than it inhibits mammalian histone 
deacetylases, particularly human histone deacetylases. 

[0580] The term "therapeutically effective amount" is meant to denote a dosage sufficient to 
cause inhibition of histone deacetylase activity in the cells of the subject, or a dosage sufficient to 
inhibit cell proliferation or to induce cell differentiation in the subject. Administration may be by any 
route, including, without limitation, parenteral, oral, sublingual, transdermal, topical, intranasal, 
intratracheal, or intrarectal. In certain particularly preferred embodiments, compounds of the- 
invention are administered intravenously in a hospital setting. In certain other preferred 
embodiments, administration may preferably be by the oral route. 
[0581] When administered systemically, the histone deacetylase inhibitor is preferably 
administered at a sufficient dosage to attain a blood level of the inhibitor from about 0.01 \M to 
about 100 \M, more preferably from about 0.05 to about 50 pM, still more preferably from 
about 0.1 \M to about 25 pM, and still yet more preferably from about 0.5 to about 25 yM. For 
localized administration, much lower concentrations than this may be effective, and much higher 
concentrations may be tolerated. One of skill in the art will appreciate that the dosage of histone 
deacetylase inhibitor necessary to produce a therapeutic effect may vary considerably depending on 
the tissue, organ, or the particular animal or patient to be treated. 

[0582] In certain preferred embodiments of the third aspect of the invention, the method further 
comprises contacting the cell with an antisense oligonucleotide that inhibits the expression of a 
histone deacetylase. The combined use of a nucleic acid level inhibitor (e.g., antisense 
oligonucleotide) and a protein level inhibitor (i.e., inhibitor of histone deacetylase enzyme activity) 
results in an improved inhibitory effect, thereby reducing the amounts of the inhibitors required to 
obtain a given inhibitory effect as compared to the amounts necessary when either is used 
individually. The antisense oligonucleotides according to this aspect of the invention are 
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complementary to regions of RNA or double-stranded DNA that encode HDAC-1, HDAC-2, HDAC-3, 
HDAC-4, HDAC-5, HDAC-6, HDAC-7, and/or HDAC-8 (see e.g., GenBank Accession Number U5O079 
for HDAC-1, GenBank Accession Number U31814for HDAC-2, and GenBank Accession Number 
U75697 for HDAC-3). 

[0583] For purposes of the invention, the term "oligonucleotide" includes polymers of two or 
more deoxyribonucleosides, ribonucleosides, or 2'-substituted ribonucleoside residues, or any 
combination thereof. Preferably, such oligonucleotides have from about 6 to about 100 nucleoside 
residues, more preferably from about 8 to about 50 nucleoside residues, and most preferably from 
about 12 to about 30 nucleoside residues. The nucleoside residues may be coupled to each other by 
any of the numerous known internucleoside linkages. Such internucleoside linkages include without 
limitation phosphorothioate, phosphorodithioate, alkylphosphonate, alkylphosphonothioate, 
phosphotriester, phosphoramidate, siloxane, carbonate, carboxymethylester, acetamidate, 
carbamate, thioether, bridged phosphoramidate, bridged methylene phosphonate, bridged 
phosphorothioate and sulfone internucleoside linkages. In certain preferred embodiments, these 
internucleoside linkages may be phosphodiester, phosphotriester, phosphorothioate, or 
phosphoramidate linkages, or combinations thereof. The term oligonucleotide also encompasses 
such polymers having chemically modified bases or sugars and/ or having additional substituents, 
including without limitation lipophilic groups, intercalating agents, diamines and adamantane. 
[0584] For purposes of the invention the term "2 -substituted ribonucleoside" includes 
ribonucleosides in which the hydroxyl group at the 2' position of the pentose moiety is substituted to 
produce a 2'-0-substituted ribonucleoside. Preferably, such substitution is with a lower alkyl group 
containing 1-6 saturated or unsaturated carbon atoms, or with an aryl or allyl group having 2-6 
carbon atoms, wherein such alkyl, aryl or allyl group may be unsubstituted or may be substituted, 
e.g., with halo, hydroxy, trifluoromethyl, cyano, nitro, acyl, acyloxy, alkoxy, carboxyl, carbalkoxyl, or 
amino groups. The term "2'-substituted ribonucleoside" also includes ribonucleosides in which the 2'- 
hydroxyl group is replaced with an amino group or with a halo group, preferably fluoro. 
[0585] Particularly preferred antisense oligonucleotides utilized in this aspect of the invention 
include chimeric oligonucleotides and hybrid oligonucleotides. 

[0586] For purposes of the invention, a "chimeric oligonucleotide 0 refers to an oligonucleotide 
having more than one type of internucleoside linkage. One preferred Example of such a chimeric 
oligonucleotide is a chimeric oligonucleotide comprising a phosphorothioate, phosphodiester or 
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phosphorodithioate region, preferably comprising from about 2 to about 12 nucleotides, and an 
alkylphosphonate or alkylphosphonothioate region (see e.g., Pederson et al. U.S. Patent Nos. 
5,635,377 and 5,366,878). Preferably, such chimeric oligonucleotides contain at least three 
consecutive internucleoside linkages selected from phosphodiester and phosphorothioate linkages, 
or combinations thereof. 

[0587] For purposes of the invention, a "hybrid oligonucleotide" refers to an oligonucleotide 
having more than one type of nucleoside. One preferred Example of such a hybrid oligonucleotide 
comprises a ribonucleotide or 2'-substituted ribonucleotide region, preferably comprising from about 
2 to about 12 2'-substituted nucleotides, and a deoxyribonucleotide region. Preferably, such a hybrid 
oligonucleotide contains at least three consecutive deoxyribonucleosides and also contains 
ribonucleosides, 2'-substituted ribonucleosides, preferably 2 , -0-substituted ribonucleosides, or 
combinations thereof (see e.g., Metelev and Agrawal, U.S. Patent No. 5,652,355). 
[0588] The exact nucleotide sequence and chemical structure of an antisense oligonucleotide 
utilized in the invention can be varied, so long as the oligonucleotide retains its ability to inhibit 
expression of the gene of interest. This is readily determined by testing whether the particular 
antisense oligonucleotide is active. Useful assays for this purpose include quarrtitating the mRNA 
encoding a product of the gene, a Western blotting analysis assay for the product of the gene, an 
activity assay for an enzymatically active gene product, or a soft agar growth assay, or a reporter 
gene construct assay, or an in vivo tumor growth assay, all of which are described in detail in this 
specification or in Ramchandani et al. (1997) Proc. Natl. Acad. Sci. USA 94: 684-689. 
[0589] Antisense oligonucleotides utilized in the invention may conveniently be synthesized on a 
suitable solid support using well known chemical approaches, including H-phosphonate chemistry, 
phosphoramidite chemistry, or a combination of H-phosphonate chemistry and phosphoramidite 
chemistry (i.e., H-phosphonate chemistry for some cycles and phosphoramidite chemistry for other 
cycles). Suitable solid supports include any of the standard solid supports used for solid phase 
oligonucleotide synthesis, such as controlled-pore glass (CPG) (see, e.g., Pon, R.T. (1993) Methods 
in Molec. Biol. 20: 465-496). 

[0590] Particularly preferred oligonucleotides have nucleotide sequences of from about 13 to 
about 35 nucleotides which include the nucleotide sequences shown in Table 4. Yet additional 
particularly preferred oligonucleotides have nucleotide sequences of from about 15 to about 26 
nucleotides of the nucleotide sequences shown in Table 1. 
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[0591] The following Examples are intended to further illustrate certain preferred embodiments 
of the invention, and are not intended to limit the scope of the invention. 

ASSAY EXAMPLES 
Assay Example 1 
Inhibition of Histone Deacetylase Enzymatic (HDAC-1) Activity 

[0592] The following protocol was used to assay the compounds of the invention. In the assay, 
the buffer used was 25mM HEPES, pH 8.0, 137mM NaCI, 2.7mM KCI, ImM MgCI 2 and the subtrate 
was Boc-Lys(Ac)-AMC in a 50mM stock solution in DMSO. The enzyme stock solution was 4.08 
pg/mL in buffer. 

[0593] The compounds were pre-incubated (2pl in DMSO diluted to 13 |J in buffer for transfer to 
assay plate) with enzyme (20jal of 4.08^g/ml) for 10 minutes at room temperature (35^1 pre- 
incubation volume). The mixture was pre-incubated for 5 minutes at room temperature. The reaction 
was started by bringing the temperature to 37°C and adding 16 \fi substrate. Total reaction volume 
was 501. The reaction was stopped after 20 minutes by addition of 50^1 developer, prepared as 
directed by Biomol ( Fluor-de-Lys developer, Cat. # KM 05). A plate was incubated in the dark for 10 
minutes at room temperature before reading ■(X E x=360nm, X Em =470nm, Cutoff filter at 435nm). 

TABLE 5: INHIBITION OF HISTONE DEACETYLASE* 



Cpd 


Name 


HDAC-1 
(MM) 


6 


N-[2-amino-5-(2-thienyl)phenyl]4^[(3,4-dimethoxyphenyl)amino]methyl}benzamide 


a 


12 


N-[2-amino-5-(24hienyl)phenylH-{[(34luoro4-methoxyphenyl)amino]methyl}benzamide 


a 


23 


N-[2-amino-5-(2-thienyl)phenyl]-l-(3 I 4.5-trimethoxybenzyl) indoline-6-carboxamide 


a 


29 


N-[2-amino-5-(24hienyl)phenyl]-5-{[(34.54rimethoxyphenyl)amino]methyl}-l-benzofuran- 
2-carboxamide 


a 


43 


N-[2-amino-5-(2-thienyl)phenyl]4-{[(4iDyridii>3-ylpyrimidin-2-yl)amino]methyl}benzamide 


a 


50 


/^[2-amino-W2-thienyl)phenyl]44((6-[2-(dimethylamino)ethoxy]-lH-benzimidazol-2- 
yl}thio)methyl]benzamide 


a 


67 


(20trans-N-[2-amino-5-{2-thienyl)phenyl]-3-(4-{l(3,4,5- 
trimethoxyphenyl)amino]methyl)phenyl)acrylamide 


a 


90 


/^[2-amino-5-(3-thienyl)phenyl]4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide 


a 


91 


N-[2-amino-5-(3-furanyl)phenyl]4-{[(3 ( 4-dimethoxyphenyl)amino]methyl}benzamide 


a 


92 


N-[2-amino-5-(phenyl)phenyl]4^[(3,4<iimethoxyphenyl)amino]methyl}benzamide 


a 
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Cpd 


Name 


(MM) 


B 


W2-amino4,5<iifluorophen^ 


b 


5 


4-[(3,4-dimethoxy^he^ 


c 


15 


4-[(3,4-dimethoxy-phenylamino)-methyl]#(2-nitro4* 


c 


16 


N-[2-amino4-(24hienyl)phenyl]4-{[(3 l 4-dimethoxypheny!)amino]m 


b 


18 


/V-(2-amino4-bromophenyl)4-{[(3,4-d^ 


b 


32 


4-{[(3,4-dimethoxyphenyl)amino]methyl}^ 


c 


33 


4-{[(34<limethoxyphenyl)amino]methyl}-/V-[3-flurophenyl]benzamide 


a 


34 


M3-amin(>2^aphthylH-{[(3^ 


c 


35 


W2-amino-5-chloro4-fluorophenylM^ 


b 


36 


N-(2-amino4,5-dichlorophenyl)4-{[(3,^ 


b 


61 


W4-amino-5-phenyl-34hienyl)4-{[(3,4-dimethoxyphenyl)amino]m 


c 


62 


W3-amin0-2 r 2 , -bithien4-yl)-4-{[(34-dimethoxyphenyl)amin 


c 


CO 

bo 


/V-(?-arninfi-R^iltvlnhpnvlUA-f Ff 3 A-HimpfhnY\mhon\/haminrilmoth\/nhnn7arnirlrt 
/v \c aiimiu ^^uiyijjneiiyu'^Uw,H--uimeiN^ 


D 


69 


N4 *?-t\ m i n n-*vh I rtvl n h p nvl pfh\/ Ihpn75»mirip 


D 


71 


W-(2-amino-4-butylphenyl)4-methylbenzamicle 


C 


76 


N-^-amino-S-O-hydroxyprop-l-yn-l-yDphenylH-iP^- 

Hirnpthoyvnhpn\/ltaminnlmpth\/llhon7amirln 


a 


87 


W2-amino-5-bromophenylK-{[(34-dimethoxyphenyl)amino]me^ 


b 


88 


N-{2-amino-54(lE)-3-aminc>3-oxoprop4-en47l]phenyl}4-{[(3,4- 
dimethoxyphenyl)amino]methyl}benzamide 


b 


93 


/V-[2-amino-5-(trifluoromethyl)phenyl]4-{[(34- 
dimethoxyphenyl)amino]methyl}benzamide; 


d 


94 


N-[2,6-diaminophenyl]4-{[(3,4<lime^ 


b 



(i.e., compounds of the invention); cells with two symbols are for results from two measurements. 
Unless specified otherwise, in all the tables in this specification: 
a< 1; 1 <b<20;c>20; d=9999 

[0594] Tables 6A and 6b below display comparative data for the compounds of the invention 
demonstrating the increased HDAC-1 inhibitory activity resulting from incorporating a planar 
substituent. 
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Table 6A 



Compound 



AAA 



STRUCTURE 




NH 2 




HDAC-1 
activity 
(Mm) 



87 



MecA^N 




H ^ H 2 




CF, 




H 



NH 2 




Br 



8 




NH 2 








NH 2 
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OCH 3 

H3CO )5i 






67 




^yVS 


a 



Assay Example 2 

Antineoplastic Effects of Histone Deacetylase 
Inhibitors on Human Tumor Xenografts In Vivo 

[0595] Eight to ten week old female BCD1 mice (Taconic Labs, Great Barrington, NY) were 

injected subcutaneously in the flank area with 2 x 10 6 preconditioned HCT116 human colorectal 

carcinoma cells, A549 human lung cancer, SW48 human colorectal cancer, A431 vulval caracinoma 

and coio205 human colorectal cancer. Preconditioning of these cells was done by a minimum of 

three consecutive tumor transplantations in the same strain of nude mice. Subsequently, tumor 

fragments of approximately 30 mgs were excised and implanted subcutaneously in mice, in the left 

flank area, under Forene anesthesia (Abbott Labs, Geneva, Switzerland). When the tumors reached a 

mean volume of 100 mm 3 , the mice were treated intravenously, subcutaneously, or intraperitoneal^ 

by daily injection, with a solution of the histone deacetylase inhibitor in an appropriate vehicle, such 

as PBS, DMSO/water, or Tween 80/water, at a starting dose of 10 mgAg. The optimal dose of the 

HDAC inhibitor was established by dose response experiments according to standard protocols. 

Tumor volume was calculated every second day post infusion according to standard methods (e.g., 

Meyer et a/., Int. 1 Cancer 43: 851-856 (1989)). Treatment with the HDAC inhibitors according to 

the invention caused a significant reduction in tumor weight and volume relative to controls treated 

with vehicle only (i.e., no HDAC inhibitor). The results for histone deacetylase inhibitors compounds 6, 

29, 67, 258aa, and 43 are displayed in Figures, 1-10. 

Assay Example 3 

Combined Antineoplastic Effect of Histone Deacetylase Inhibitors and Histone Deacetylase 

Antisense Oligonucleotides on Tumor Cells In Vivo 
[0596] The purpose of this Example is to illustrate the ability of the combined use of a histone 
deacetylase inhibitor of the invention and a histone deacetylase antisense oligonucleotide to enhance 
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inhibition of tumor growth in a mammal. Preferably, the antisense oligonucleotide and the HDAC 

inhibitor inhibit the expression and activity of the same histone deacetylase. 

[0597] Mice bearing implanted HCT1 16 tumors (mean volume 100 mm 3 ) are treated daily with 

saline preparations containing from about 0.1 mg to about 30 mg per kg body weight of histone 

deacetylase antisense oligonucleotide. A second group of mice is treated daily with pharmaceutical^ 

acceptable preparations containing from about 0.01 mg to about 5 mg per kg body weight of HDAC 

inhibitor. 

[0598] Some mice receive both the antisense oligonucleotide and the HDAC inhibitor. Of these 
mice, one group may receive the antisense oligonucleotide and the HDAC inhibitor simultaneously 
intravenously via the tail vein. Another group may receive the antisense oligonucleotide via the tail 
vein, and the HDAC inhibitor subcutaneously. Yet another group may receive both the antisense 
oligonucleotide and the HDAC inhibitor subcutaneously. Control groups of mice are similarly 
established which receive no treatment (e.g., saline only), a mismatch antisense oligonucleotide only, 
a control compound that does not inhibit histone deacetylase activity, and a mismatch antisense 
oligonucleotide with a control compound. 

[0599] Tumor volume is measured with calipers. Treatment with the antisense oligonucleotide 
plus the histone deacetylase protein inhibitors according to the invention causes a significant 
reduction in tumor weight and volume relative to controls. 

[0600] Table 6C provides data on inhibition of HDAC1 enzyme, on antiproliferative activities 
(HCT116 human colon cancer cells) of the compounds using 3-[4,5-dimethylthiazol-2-y 1-2,5- 
diphenyltetrazolium] bromide (MTT) assay, as well as induction of p21 WAF1/Cipl tumor suppressor gene. 

Table 6C 



Example 


Compound 


HD-1 
uM 


WITT 
HCT116 
uM 


P21 
(HCT116 
) 

uM 


41a 


143a 


a 


a 


b 


41b 


143b 


a 


b 


b 


41c 


143c 


a 


b 


b 


42 


146 


a 


a 


b 


46 


164 


a 


a 


b 


46cc 


164cc 


a 


a 


b 


49 


173 


a 


b 


b 


51 1 


181 


a 


a 


b 



387 



WO 2005/030705 



PCT/US2004/03159J 



52 


184 


a 


a 


b 


66 


242 


a 


a 


b 


67e 


245e 


a 


a 


b 


70a 


256a 


a 


a 


b 


70b 


256b 


a 


a 


b 


70c 


256c 


a 


a 


b 


71d 


258d 


a 


a 


b 


71aa 


258aa 


a 


a 


b 


71cc 


258cc 


a 


a 


b 


71hh 


258hh 


a 


a 


b 


71mm 


258mm 


a 


a 


b 


71nn 


258nn 


a 


b 


b 


71pp 


258pp 


a 


a 


b 


71qq 


258qq 


a 


a 


b 


78 


283 


a 


a ; 


b 


79 


286 


a 


b 


b 


79aa 


286aa 


a 


a 


b 


97 


349 


a 


a 


b 



MTT Assay. 

[0601] Compounds at various concentrations were added to human colon cancer HCT1 16 cells 
plated in 96-well plates. Cells were incubated for 72 hours at 37°C in 5% C0 2 incubator. MTT (3-[4,5- 
dimethylthiazol-2-yl]-2,5 diphenyl tetrazolium bromide, Sigma) was added at a final concentration of 
0.5 mg/ml and incubated with the cells for 4 hours before an equal volume of solubilization buffer 
(50% N,N-dimethylformamide, 20% SDS, pH 4.7) was added onto cultured cells. After overnight 
incubation, solubilized dye was quantified by colorimetric reading at 570 nM using a reference at 630 
nM. OD values were converted to cell numbers according to a standard growth curve of the relevant 
cell line. The concentration which reduces cell numbers to 50% of those of DMSO-treated cells is 
determined as MTT IC 50 . 
P21W 1 Assay. 

[0602] HCT1 16 cells were stably transfected with reporter plasmids encoding the p21 promoter- 
driven luciferase. Cells were treated with indicated concentration of HDAC inhibitors for 16 hours 
before cells were harvested and luciferase activity analyzed. The effective concentration (EC) of MS- 
275 was designated as 1 uM. The ability of HDAC inhibitor was compared with that of MS-275 (T. 
Suzuki, et. al J. Med. Chem., 1999, 3001-3003). Lower EC of a given compound indicates that this 
compound is more potent than MS-275 to induce p21 expression. 



388 



WO 2005/030705 



PCT/US2004/031591 



We claim: 

1. A histone deacetylase inhibitor of formula (1): 

A m > id 

or a pharmaceutically acceptable salt thereof, wherein 

Ar 2 is a saturated or mono- or poly- unsaturated C 5 -Ci4-mono- or fused poly- cyclic hydrocarbyl, 

optionally containing one, two, three, or four annular heteroatoms per ring optionally substituted 
with one or more groups selected from Ci-C 7 -alkyl, hydroxy, Ci-Cralkoxy, halo, and amino, 
provided that an annular O or S is not adjacent to another annular O or S; 

R 5 and R 6 are independently selected from the group consisting of hydrogen, Ci-C r alkyl, aryl, and 
aralkyl; 

R 2 , R 3 and R 4 are independently selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, 
hydroxy, aryl, heterocyclyl, C 3 -C 8 -cycloalkyl, heteroaryl, Ci-C r akyl, haloalkyl, Ci-C r alkenyl, C1-C7- 
alkynyl, C r C r acyl, Ci-C r alkyl-aryloxy, Ci-C r alkyl-arylsulfanyl, C i-C 7-a I kyl-a ryls ulf inyl , C r C 7 -alkyl- 
arylsulfonyl, C r Cralkyl-arylaminosuIfonyl, Ci-Cy-alkyl-arylamine, C r Cralkynyl-C(0)-amine, CrC r 
alkenyl-C(0)-amine, C r C 7 -alkynyl-R 9 , Ci-C r alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, C r 
Cy-alkyl or Ci-Cy-alkoxy; 

q is 0 or 1; 

R 1 is a mono-, bh or tri-cyclic aryl or heteroaryl, each of which is optionally substituted; 
Y is any pharmaceutically acceptable chemical moiety consisting of 1 to 50 atoms; and 
provided that 

when R 1 is N-imidazolyl, R 2 -R 4 are H, q is 0, and Ar 2 is pyridine, Y is not CI; and 
when R 1 is p-aminophenyl, R 2 -R 4 are H, q is 0, and Ar 2 is phenyl, Y is not H. 

2. The compound according to claim 1 wherein R 1 is phenyl, naphthyl, anthracenyl, or fluorenyl. 

3. The compound according to claim 1 wherein R 1 is furanyl or thienyl. 

4. The compound according to claim 2 wherein R 2 f R 3 , and R 4 are all -H. 
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5. The compound according to claim 3 wherein R 2 , R 3 , and R 4 are all -H. 

6. The compound according to claim 1 wherein Y is Cy^X 1 - and 

Cy 2 is hydrogen, cycloalkyl, aryl, heteroaryl, or heterocyclyl, each of which is optionally substituted 
and each of which is optionally fused to one or two aryl or heteroaryl rings, or to one or two 
saturated or partially unsaturated cycloalkyl or heterocyclic rings, and wherein any of the 
aforementioned rings are optionally substituted; and 

X 1 is selected from the group consisting of a covalent bond, MMJMVI 1 , and L 2 -M 2 -L 2 wherein 

L 2 , at each occurrence, is independently selected from the group consisting of a chemical bond, C<r 
C 4 -hydrocarbyl, Co-CrhydrocarbyKNHK^o-Crhydrocarbyl, CcKVhydrocarbyKSKVCr 
hydrocarbyl, and C 0 -C4-hydrocarbyl-(0)-Co^4-hydrocarbyl, provided that L 2 is not a chemical 
bond when X 1 is M'-lMvl 1 ; 

M\ at each occurrence, is independently selected from the group consisting of -0-, -N(R 7 h -S-, -S(Oh 
S(0>2-, -S(0) 2 N(R 7 )-, -N(R 7 )-S(0) 2 -, -C(O)-, -C(0)-NH-, -NH-C(O)-, -NH-C(OK)-and -0-C(0)-NH-, -NH- 
C(0)-NH-, 

R 7 is selected from the group consisting of hydrogen, CrC 6 -hydrocarbyl, aryl, aralkyl, acyl, C0-C5- 
hydrocarbyl-heterocyclyl, and CaOe-hydrocarbyl-heteroaryl, wherein the hydrocarbyl moieties are 
optionally substituted with -OH, -NH 2 , -N(H)CH 3 , -N(CH 3 ) 2 , or halo; and 

M 2 is selected from the group consisting of M\ heteroarylene, and heterocyclylene, either of which 
rings optionally is substituted. 

7. The compound according to claim 6, wherein X 1 is selected from the group consisting of a - 
NIZMVCralkyK -0-C 0 -C r alkyl-, -C(H)=CH-C 0 -C7-alkyl-, -S-Cc-Cralkyl-, or -d-CralkyK wherein Z is - 
H or -Ci-C r alkyl- optionally substituted with -OH, -NH 2> or halo. 

8. The compound according to claim 6, wherein X 1 is selected from methylene, aminomethyl, 
and thiomethyl. 



9. The compound according to claim 6, wherein Cy 2 is selected from 




each of which optionally is substituted and optionally is fused to one or more aryl rings. 



390 



WO 2005/030705 



PCT/US2004/031591 



10. The compound according to claim 6 wherein Cy 2 is aryl or heteroaryl, each optionally 
substituted. 

11. The compound according to claim 6 wherein Cy 2 is phenyl, pyrimidinyl, benzoimidazolyl or 
benzothiazolyl, each of which is optionally substituted. 

12. The compound according to claim 1 1 wherein Cy 2 has from one and three substituents 
independently selected from the group consisting of C r C r alkoxy, halo, di-C r C 7 -alkylamino-C r Cr 
alkoxy and heteroaryl. 

13. The compound according to claim 1 2 wherein the substituents are selected from methoxy, 
fluoro, chloro, pyridinyl and dimethylamino-ethoxy. 

14. The compound according to claim 1 3 wherein Cy 2 is phenyl substituted with one to three 
CH3O-. 

15. The compound according to claim 6 wherein Y is (V'-L 4 )t-V-L 3 -, and 

L 3 is a direct bond, -C,-C 6 -hydrocarbyl, ^Cj-Ca-hydrocarbylW-X'-fCrCa- hydrocarbyl) m2 , -NH-(C«rC 3 - 

hydrocarbyl), (C r C 3 - hydrocarbyl)-NH-, or -NH-(d-C 3 - hydrocarbyl)-NH-; 
ml and m2 are independently 0 or 1; 
X' is -N(R 21 )-, -C(0)N(R 21 )-, N(R 21 )C(Oh -0-, or -S-; 
R 21 is -H, V"-(C r C 6 -hydrocarbyl) a ; 
L 4 is (Ci-Cs-hydrocarbyl) a -M-(Ci-C 6 -hydrocarbyl) b ; 
a and b are independently 0 or 1; 

M is -NH-, -NHC(O)-, -C(0)NH-, -C(OK -SO r , -NHSO r , or -S0 2 NH- 

V, V, and V" are independently selected from cycloalkyl, heterocyclyl, aryl, and heteroaryl; 

tisOor 1. 

16. The compound according to claim 15 wherein Y is V-L 3 and 
L 3 is-NH-CH-or-CH-NH-; 

V is phenyl optionally substituted with from 1 to 3 moieties independently selected from halo, 
hydroxy, Ci-C 6 -hydrocarbyl, Ci-C 6 -hydrocarbyl-oxy or -thio (particularly methoxy or methylthio), 
wherein each of the hydrocarbyl moieties are optionally substituted with one or more moieties 
independently selected from halo, nitroso, amino, sulfonamido, and cyano. 
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17. The compound according to claim 16 wherein V is an optionally substituted ring moiety 
selected from: 



0 


o- 




o 


CO 


At 
it 

i 




,and 


H . 





18. The compound according to claim 6 wherein 

Cy 2 is cycloalkyl, aryl, heteroaryl, or heterocyclyl, each of which optionally is substituted, and each of 
which optionally is fused to one or more aryl or heteroaryl rings, or to one or more saturated or 
partially unsaturated cycloalkyl or heterocyclic rings, each of which rings optionally is 
substituted, provided that when Cy 2 is a cyclic moiety having -C(OK -C(Sh -S(0h or -S(0) 2 - in the 
ring, then Cy 2 is not additionally substituted with a group comprising an aryl or heteroaryl ring; 
and 

X 1 is selected from the group consisting of a chemical bond, L 3 f WMJ\ L 3 -W l , W l -L 3 -W\ and l^-W 1 ! 3 , 
wherein 

W\ at each occurrence, is S, 0, or N(R 9 ), where R 9 is selected from the group consisting of 

hydrogen, alkyl, aryl, and aralkyl; and 
L 3 is CrC 4 alkylene, C 2 -C 4 alkenylene, or C 2 -C 4 alkynylene. 

1 9. The compound according to claim 6 wherein Y is selected from: 

a) ArU-Bn wherein Ai is an optionally substituted aryl, optionally substituted heteroaryl 
or optionally substituted heterocyclyl; wherein U is -(CH 2 )onNH(CH 2 )<rr, -NHC(0h or 
-NHCH 2 -; and wherein Bi is phenyl or a covalent bond; 

b) A 2 -LrB 2 - f wherein A 2 is CH 3 (C=CH 2 K optionally substituted cycloalkyl, optionally 
substituted alkyl, or optionally substituted aryl; wherein L 2 is -C=C-; and wherein B 2 is a 
covalent bond; 

c) A3-L3-B3-, wherein A 3 is an optionally substituted aryl, optionally substituted heteroaryl 
or optionally substituted heterocyclyl; wherein L 3 is a covalent bond; and wherein B 3 is - 
CH 2 NH-; 
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d) A4-L4-B4-, wherein A 4 is an optionally substituted aryl; wherein L 4 is -NHCH 2 -; and 
wherein B 4 is a thienyl group; 

e) A5-L5-B5-, wherein A 5 is an optionally substituted heteroaryl or optionally substituted 
heterocyclyl; wherein L 5 is a covalent bond; and wherein B 5 is -SCH 2 -; 

f) morpholinyl-CH 2 - 

g) optionally substituted aryl; 

h) As-Le-Be-, wherein A 5 is an optionally substituted aryl, optionally substituted heteroaryl 
or optionally substituted heterocyclyl; wherein U is a covalent bond; and wherein Be is - 
NHCH2-; 

i) A r LrBr, wherein A 7 is an optionally substituted heteroaryl or optionally substituted 
heterocyclyl; wherein L 7 is a covalent bond; and wherein B 7 is -CHrl 

j) optionally substituted heteroaryl or optionally substituted heterocyclyl; 
k) As-Lg-Br, wherein As is optionally substituted phenyl; wherein L 8 is a covalent bond; 
and wherein B 8 is-0-; 

I) Ag-Lg-Bg-, wherein A 9 is an optionally substituted aryl; wherein L 9 is a covalent bond; 

and wherein B 9 is a furan group; 
m) A^-Lio-Bio-, wherein A10 is an optionally substituted heteroaryl or optionally 

substituted heterocyclyl; wherein Uo is -CH(CH 2 CH 3 )-; and wherein Bi 0 is -NHCH 2 -; 
n) An-LirBin wherein An is an optionally substituted heteroaryl or optionally 

substituted heterocyclyl; wherein Ln is a covalent bond; and wherein B n is -OCHr; 
0) Ai 2 -I_i2-Bi2-, wherein A i2 is an optionally substituted aryl, optionally substituted 

heteroaryl or optionally substituted heterocyclyl; wherein L !2 is-NHC(OK and wherein B i2 

is -N(optionally substituted aryDCHr; 
p) A13-L13-B13-, wherein A i3 is an optionally substituted aryl, optionally substituted 

heteroaryl or optionally substituted heterocyclyl; wherein L i3 is a covalent bond; and 

wherein B13 is -NHC(O)-; 
q) Ah-Lh-Bh-, wherein Au is an optionally substituted aryl, optionally substituted 

heteroaryl or optionally substituted heterocyclyl; wherein Li 4 is-NHC(0)(optionally 

substituted heteroaryl); and wherein Bu is -S-S-; 
r} F 3 CC(0)NH-; 
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s) A 15 -Li5-B 15 -, wherein A, 5 is an optionally substituted aryl, optionally substituted 

heteroaryl or optionally substituted heterocyclyl; wherein L 15 is-(CH 2 )o-iNH(optionally 

substituted heteroaryl)-; and wherein Bj 5 is -NHCH 2 -; 
t) A 16 -Li6-Bi6-, wherein Ai 6 is an optionally substituted aryl, optionally substituted 

heteroaryl or optionally substituted heterocyclyl; wherein L 16 is a covalent bond; and 

wherein Bis is -N(optionally substituted alkyl)CH 2 -; and 
u) AirLirBm wherein A i7 is an optionally substituted aryl, optionally substituted 

heteroaryl or optionally substituted heterocyclyl; wherein L 17 is a covalent bond; and 

wherein B i7 is -(optionally substituted aryl-CH 2 ) r N-. 

20. The compound according to claim 6 wherein Y is selected from: 

a) DrEi-Fr, wherein Di is an optionally substituted aryl, optionally substituted heteroaryl 
or optionally substituted heterocyclyl- wherein Ei is -CH 2 - or a covalent bond; and 
wherein Fi is a covalent bond; 

b) D 2 -E 2 -F r , wherein D 2 is an optionally substituted aryl, optionally substituted heteroaryl 
or optionally substituted heterocyclyl; wherein E 2 is -NH(CH 2 ) 0 - 2 -; and wherein F 2 is a 
covalent bond; 

c) D3-E3-F3-, wherein D 3 is an optionally substituted aryl, optionally substituted heteroaryl 
or optionally substituted heterocyclyl; wherein E 3 is -(CH 2 ) 0 - 2 NH-; and wherein F 3 is a 
covalent bond; 

d) D4-E4-F4-, wherein D 4 is an optionally substituted aryl, optionally substituted heteroaryl 
or optionally substituted heterocyclyl; wherein E 4 is -S(CH 2 ) 0 - 2 -; and wherein F 4 is a 
covalent bond; 

e) D 5 -E 5 -F 5 -, wherein D 5 is an optionally substituted aryl, optionally substituted heteroaryl 
or optionally substituted heterocyclyl; wherein E 5 is -(CH 2 ) 0 - 2 S-; and wherein F 5 is a 
covalent bond; and 

f) DrEs-Fe-, wherein D 6 is an optionally substituted aryl, optionally substituted heteroaryl 
or optionally substituted heterocyclyl; wherein E 6 is -NH(CH 2 ) 0 - 2 NH-; and wherein F 6 is a 
covalent bond. 
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21 . The compound according to claim 2 wherein R 2 to R 4 are independently hydrogen, -NH 2 , 
nitro, furanyl, chloro, fluoro, butyl, trifluoromethyl, bromo, thienyl, phenyl, -CHCHC(0)-NH2 I - 
C=CCH 2 -R 9 wherein R 9 is hydrogen, C r C r alkyl, hydroxy, amino, or C r C r alkoxy. 

22. The compound according to claim 3 wherein R 2 to R 4 are independently hydrogen, -NH 2 , 
nitro, furanyl, chloro, fluoro, butyl, trifluoromethyl, bromo, thienyl, phenyl, -CHCHC(0)-NH 2 , - 
CsCCH 2 -R 9 wherein R 9 is hydrogen, C r C r alkyl, hydroxy, amino, or d-C r alkoxy. 

23. The compound according to claim 6 wherein q is 0 and X 1 is independently selected from the 
group consisting of a -NH-CH 2 -, -S-CH r and -CH 2 -. 

24. The compound according to claim 1 wherein Ar 2 has the formula 



d G f> XX°> Vr G < 



^ or G 

and wherein G, at each occurrence, is independently N or C, and C is optionally substituted. 

25. The compound according to claim 24 wherein Ar 2 has the formula 

26. The compound according to claim 24 wherein Ar 2 is selected from the group consisting of 
phenylene, benzofuranylene and indolinylene. 

27. The compound according to claim 6 wherein the moiety formed by Cy 2 -X x is selected from: 



-CH 3 , 


Me<X 
MeO'' 


H 

r 


o 

N 


H 

1 




OMe 

,XXx 



MeO 



,and 



MeO.^ 



H 
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28. The compound of claim 6 of formula (2): 




Cy2 / ^ ^ — (2) 

or a pharmaceutically acceptable salt thereof, wherein 

R 2 and R 3 are independently selected from the group consisting of hydrogen, trifluoromethyl, butyl, - 
(CH 2 ) 3 -OH, chloro, fluoro, amino, phenyl, thienyl, furanyl, -CHCCHC(0)NH 2 , -C^CCH 2 -OH, - 
C^CCH 2 -OCH 3 ; and 

the A ring is optionally further substituted with from 1 to 3 substituents independently selected from 
methyl, hydroxy, methoxy, halo, and amino. 

29. The compound according to claim 28 wherein Cy 2 is selected from: 



MeO. 


a 


MeO 








o 


A <kl 

N h 


N 


1 





30. The compound according to claim 28 wherein the A ring is not further substituted. 

31. The compound according to claim 28 wherein R 2 and R 3 are -H. 

32. A compound according to claim 1 selected from: 

W-[2-amino-5-(2-thienyl)phenylH-{K3 1 4-dimethoxyphenyl)amino]methyl}benzamide; 

N-[2-amino-5-(2-thienyl)phenyl]-4-{[(4-pyridin-3-ylpyrimidin-2-yl)amino]methyl}benzamide; 

N-[2-amino-5-(2-thienyl)phenyl]-4-t({6-[2-{dimethylamino)ethoxy]-lW)enzimidazol-2- 

yl}thio)methyl]benzamide; 
N-[2-amino-5-{2-thienyl)phenyl]-4-{[(5-chloro-6-fluoro-lH-benzimidazol-2- 
yl)amino]methyl}benzamide; 
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M2-amino-5-(2-thie^ 

carboxamide; 
N-[2-amin<>5-(24hienyl)phenyl]^ 
trans-/V-[2-amino-5-(2-thienyl)phenyl]-3-(4-([(3,4,5- 

trimethoxyphenyl)amino]methyl}phenyl)acrylamide; 
N-[2-amino-5-(24hienyl)phenylH-{[(34luoro4-methoxyphenyi)ami 
M2-amino-5-(24hieny!)phenyl]4-{^ 

yl)thio]methyl}benzamide; 
and a pharmaceutically acceptable salt of any one or more of the foregoing. 

33. A compound according to claim 1 for use in inhibting histone deacetylase. 

34. A compound according to calim 1 for use in treatment of a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

35. The compound of claim 34, wherein said treatment is effected by inhibiting histone deacetylase. 

36. The compound of calim 34, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

37. The compound of claim 34, wherein said cell proliferative disease is cancer. 

38. The compound of claim 37, wherein said cancer is a solid tumor cancer. 

39. The compound of claim 37, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

40. A pharmaceutical composition comprising a compound according to claim 1 and a 
pharmaceutically acceptable carrier. 

41. The pharmaceutical composition of claim 40 further comprising a nucleic acid level inhibitor of 
histone deacetylase. 

42. The pharmaceutical composition of claim 41, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

43. The pharmaceutical composition of claim 42, wherein said antisense oligonucleotide is selected 
from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, SEQ ID 
No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID No:ll, 
SEQ ID No:12, SEQ ID No;13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16 f and SEQ ID No:17. 
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44. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 1. 

45. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 40. 

46. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 41. 

47. The method of claim 45, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

48. The method of claim 45, wherein said cell proliferative disease is cancer. 

49. The method of claim 48, wherein said cancer is a solid tumor cancer. 

50. The method of claim 49, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

51. The method of claim 46, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

52. The method of claim 46, wherein said cell proliferative disease is cancer. 

53. The method of claim 52, wherein said cancer is a solid tumor cancer. 

54. The method of claim 53, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

55. A compound of the formula 



or a pharmaceutical^ acceptable salt or in v/Vo hydrolyzable ester or amide thereof, wherein: 
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<E>is -NH 2 or -OH; 

ring A is a heterocyclyl, wherein if said heterocyclyl contains an -NH- moiety that nitrogen is 
optionally substituted by a group selected from K; 

R 5 is a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 
trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, C^-alkyl, C 26 - 
alkenyl, C 2 ^-alkynyl, C w -alkoxy, C^-alkanoyl, C^-alkanoyloxy, N-(Ci^-alkyl)amino, /V,WC,. 
6-alkyl) 2 amino, C^-alkanoylamino, AKC K -alkyl)carbamoyl, /V,N-(C w -alkyl) 2 carbamoyl, 
alkylS(0) a wherein a is 0 to 2, Ci^alkoxycarbonyl, AHCi^alkyDsulphamoyl, N,WCu- 
alkyD 2 sulphamoyl, aryl, aryloxy, arylC^-alkyl, heterocyclic group, (heterocyclic group)Ci.6- 
alkyl, or a group (B-E-); wherein R 5 , including group (B-E-), is optionally substituted on 
carbon by one or more W; and wherein if said heterocyclic group contains an -NH- moiety 
that nitrogen is optionally substituted by J; 

W is halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, amino, carboxy, 

carbamoyl, mercapto, sulphamoyl, C^-alkyl, (Walkenyl, C 2 ^-alkynyl, Ce-alkoxy, Ci. 6 - 
alkanoyl, C^-alkanoyloxy, W-(Ci«-alkyl)amino, N,/\MC w -alkyl) 2 amino, Ci. 6 -alkanoylamino, IV- 
(Ci. 6 -alkyl)carbamoyl, tyWC^alkylfecarbamoyl, Ci.ralkylS(0) a wherein a is 0 to 2, 
alkoxycarbonyl, WC^-alkyl)sulphamoyl, /V.W^d^alkyDzSulphamoyl, or a group (B'-E'-}; 
wherein W, including group (B'-E '-), is optionally substituted on carbon by one or more Y; 

Y and Z are independently selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 
trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, C^-alkyl, C 2 . 6 - 
alkenyl, (Walkynyl, C^-alkoxy, Ci^alkanoyl, Ci-e-alkanoyloxy, J\MC w -alkyl)amino, N,/V-(Ci. 
6-alkyl) 2 amino, C w -alkanoylamino, AHC^-alkyDcarbamoyl, /V f <\HC^-alkyl) 2 carbamoyl, Cwr 
alkylS(0) a wherein a is 0 to 2, Ci-e-alkoxycarbonyl, WC^-alkyDsulphamoyl or N,N-(Ci. 6 - 
alkyl) 2 sulphamoyl; 

G, J and K are independently selected from Ci-s-alkyl, Ci^-alkenyl, Ci^alkanoyl, 
alkylsulphonyl, C^alkoxycarbonyl, carbamoyl, WC^-alkyDcarbamoyl, A/,/V-(C^- 
alkyDcarbamoyl, benzyloxycarbonyl, benzoyl, phenylsulphonyl, aryl, arylC^-alkyl or 
(heterocyclic group)C w -alkyl; wherein G, J, and K are optionally substituted on carbon by 
one or more Q; and wherein if said heterocyclic group contains an -NH- moiety that 
nitrogen is optionally substituted by hydrogen or Ci 6 alkyl; 
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Q is halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, 
mercapto, sulphamoyl, CWalkyl, (Walkenyl, (Walkynyl, d-e-alkoxy, d. 6 -alkarioyl, C w - 
alkanoyloxy, N-(C^-alkyl)amino, N,WC w -alkcyl) 2 amino, Ci^-alkanoylamino, MCi*- 
alkyDcarbamoyl, N,/\KC w -alkyl) 2 carbamoyl, C w -alkylS(0) a wherein a is 0 to 2, C w - 
alkoxycarbonyl, Ci. 6 -alkoxycarbonylamino, N-(Ci. 6 -alkyl)sulphamoyl, (V,WC^- 
alkyl) 2 sulphamoyl, aryl, aryloxy, aryl C^-alkyl, arylC^-alkoxy, heterocyclic group, 
(heterocyclic groupK^-alkyl, (heterocyclic group)Ci. 6 -alkoxy, or a group (B"-E"-); wherein 
Q, including group (B"-E"-), is optionally substituted on carbon by one or more Z; 
B, B' and B" are independently selected from Ci^alkyl, (Walkenyl, (Walkynyl, C* 8 - 
cycloalkyl, Cs^cycloalkylC^alkyl, aryl, arylC^-alkyl, heterocyclic group, (heterocyclic 
groupKWalkyl, phenyl or phenylC^alkyl; wherein B, B' and B" is optionally substituted 
on carbon by one or more D; and wherein if said heterocyclic group contains an -NH- 
moiety that nitrogen is optionally substituted by a group selected from G; 
E, E' and E" are independently selected from -N(R a K -0-, -C(0)0-, -OC(O)-, -C(O)-, -N(R a )C(0>, - 
N(R a )C(0)N(R b )-, -N(R a )C(0)0-, -OC(0)N(R a h -C(0)N(R a )-, S(0) r , -S0 2 N(R a h -N(R a )S0 2 - wherein 
R a and R b are independently selected from hydrogen or Cs-alkyl optionally substituted by 
one or more F and r is 0-2; 
D and F are independently selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 
trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, C 16 -alkyl, C^r 
alkenyl, (Walkynyl, C w -alkoxy, C^-alkanoyl, d-e-alkanoyloxy, N-(C w -alkyl)amino, N,I\KC,. 
6-alkyl) 2 amino, Ci^alkanoylamino, /V-(C^alkyl)carbamoyl, NWd-e-alkylkcarbamoyl, Cw 
alkylS(0) a wherein a is 0 to 2, C«-alkoxycarbonyl, N-KWalkyUsulphamoyl or N,N-(Cw 
alkyl) 2 sulphamoyl; 

m is 0, 1, 2, 3 or 4; wherein the values of R 5 may be the same or different; 
R 6 is halo; 

n is 0, 1 or 2; wherein the values of R 6 are the same or different; and 
R\ R 2 , R 3 , and R 4 are as defined in claim 1. 
56. The compound of claim 55 wherein: 
Ring A is a heterocyclyl; 

R 5 is halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, C w -alkyl, C 2 . 6 -alkenyl, C^alkynyl, C^-alkoxy, C^- 
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aikanoyl, C^-alkanoyloxy, AMCWalkyOamino, N,/V-(Ci*-alkyl) 2 amino, Ci^-alkanoylamino, N- 
(C^-alkyl)carbamoyl, /V,N-(C^-alkyl) 2 carbamoyl, C«-alkylS(0) a wherein a is 0 to 2, 
alkoxycarbonyl, WCi^-alkyOsulphamoyl, /V,N-(C w -alkyl) 2 sulphamoyl or a group (B-E-); 
wherein, B is selected from C^-alkyl, C 2 ^-alkenyl, C 2 ^alkynyl, Cs^cycloalkyl, C M - 
cycloalkylCi^-alkyl, phenyl, heterocyclyl, phenyl^-alkyl or heterocyclylC w -alkyl; wherein B 
is optionally substituted on carbon by one or more D; and wherein if said heterocyclyl 
contains an -NH- moiety that nitrogen is optionally substituted by a group selected from 
G; 

E is -N(R a K -0-, -C(0K>, -OC(Oh -C(Oh -N(R a )C(0)-, -C(0)N(R a )-, -S(0) r -, -S0 2 N(R 3 )-, -N(R a )SO r 
wherein R a is hydrogen or Chalky 1 optionally substituted by one or more D and r is 0-2; 

D is independently selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 

trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, d-g-alkyl, C 2 _6- 
alkenyl, C M -alkynyl, C^-alkoxy, C^-alkanoyl, Ci.6-alkanoyloxy, WC w -alkyl)amino, W,WCi. 
6 -alkyl) 2 amino, Ci^-alkanoylamino, /\HCi^-alkyl)carbamoyl, /\l,/V-{Ci^-alkyl) 2 carbamoyl, Ci. 
6-alkylS(0) a wherein a is 0 to 2, C^-alkoxycarbonyl, WC^-alkyl)sulphamoyl and N,mC^ 
alkyl) 2 sulphamoyl; 

G is selected from Cu-alkyl, Cw-alkanoyl, C M -alkylsulphonyl, Cw-alkoxycarbonyl, carbamoyl, 
WCw-alkyDcarbamoyl, A/,/\MCi4-alkyl)carbamoyl, benzyl, benzyloxycarbonyl, benzoyl and 
phenylsulphonyl; 

m is 0, 1, 2, 3 or 4; wherein the values of R 5 are the same or different; 
R 5 is halo; and 

n is 0, 1 or 2; wherein the values of R 6 are the same or different. 
57. The compound of claim 56 wherein: 

Ring A is a pyridyl, quinolyl, indolyl, pyrimidinyl, morpholinyl, piperidinyl, piperazinyl, 

pyradazinyl, pyrazinyl, thiazolyl, thienyl, thienopyrimidinyl, thienopyridinyl, purinyl, triazinyl, 
oxazolyl, pyrazolyl, or furanyl; wherein if Ring A contains an -NH- moiety that nitrogen is 
optionally substituted by a group selected from K; 

R 5 is a substituent on carbon and is selected from halo, amino, C w -alkyl, CWalkoxy, WC W - 
alkyDamino, aryl, aryloxy, arylCi. 6 -alkyl, heterocyclic group, (heterocyclic group)Ci*-alkyl, 
or a group (B-E-); wherein R 5 , including group (B-E-), is optionally substituted on carbon by 
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one or more W; and wherein if said heterocyclic group contains an -NH- moiety that 

nitrogen is optionally substituted by J; 
W is hydroxy, mercapto, Chalky!, Ci. 6 -alkoxy, N,N-(Ci.6-alkyl) 2 amino or a group (B'-E'-); 

wherein W, including group (B'-E'-), is optionally substituted on carbon by one or more Y; 
Y and Z are independently selected from halo, nitro, cyano, hydroxy, Ci-g-alkoxy, tyWCw 

alkyl) 2 amino or Ci.6-alkanoylamino; 
G, J and K are independently selected from Ci-s-alkyl, C 2 ^-alkenyl, Cm-alkanoyl, aryl, arylCw 

alkyl or (heterocyclic group)Ci^alkyl; wherein G, J and K are optionally substituted on 

carbon by one or more Q; and wherein if said heterocyclic group contains an -NH- moiety 

that nitrogen is optionally substituted by hydrogen or Chalky!; 
Q is cyano, hydroxy, C^-alkoxy, C^-alkanoyloxy, Ci. 6 -alkoxycarbonyl, C w - 

alkoxycarbonylamino, aryl, aryloxy or a group (B"-E"-); wherein Q, including group (B"-E"-), 

is optionally substituted on carbon by one or more Z; 
B, B' and B" are independently selected from Cw-alkyl, (Walkenyl, C 2 -6-alkynyl, C3.8- 

cycloalkyl, C 3 ^ycloalkylCi^-alkyl, aryl, arylC^lkyl, heterocyclic group, (heterocyclic 

group)Ci<-alkyl, phenyl or phenylCWalkyl; wherein B, B' and B" are optionally substituted 

on carbon by one or more D; and wherein if said heterocyclic group contains an -NH- 

moiety that nitrogen is optionally substituted by a group selected from G; 
E, E* and E" are independently selected from -N(R a )-, -0-, -C(0)0- ( -OC(Oh -C(Oh -N(R a )C(0)-, - 

N(R a )C(0)N(R a )-, .N(R a )C(0)0 -, -OC(0)N(R a )-, -C(0)N(R a )-, -S(0) r -, -S0 2 N(R a h -N(R a )S0 2 - 

wherein R a and R b are independently selected from hydrogen or C^-alkyl optionally 

substituted by one or more F and r is 0-2; 
D and F are independently selected from halo, C w -alkoxy or N,N-(Ci^-alkyl) 2 amino; 
m is 0, 1, 2, 3 or 4; wherein the values of R 5 are the same or different; 
R 6 is fluoro orchloro; and 

n is 0, 1 or 2, wherein the values of R 6 are the same or different; 
The compound of claim 57 wherein: 

Ring A is pyridin-4-yl, pyridin-3-yl, pyriclin-2-yl, quinolin-8-yl, pyrimidin-6-yl, pyrimidin-5-yl, 
pyrimidin-4-yl, morpholin-4-yl, piperidin-4-yl, piperidin-3-yl, piperdin-2-yl, piperazin-4-yl, 
pyridazin-5-yl, pyrazin-6-yl, thiazol-2-yl, thien-2-yl, thieno[3,2d]pyrimidinyl, 
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thieno[3,2b]pyrimidinyl, thieno[3,2b]pyridinyl, purin-6-yl or triazin-6-yl; wherein if Ring A 
contains an -NH- moiety that nitrogen is optionally substituted by a group selected from K; 

R 5 is a substituent on carbon and is selected from fluoro, chloro, amino, methyl, ethyl, propyl, 
methoxy, N-methylamino, N-ethyiamino, N-propylamino, N-butylamino, phenyl, 
naphthylethyl, piperazin-l-yl, piperidin-l-yl, piperidin-4-yI, 2-(thiomethyl)-pyrinnidin-4-yl, 
tetrahydrofuran-2-ylmethyl, tetrahydropyran-2-ylmethyl, l,2,5-thiadiazol-3-ylethyl, piperidin- 
1-ylmethyl, pyridin-2-ylmethyl, or a group (B-B-); wherein R 5 , including group (B-B-), is 
optionally substituted on carbon by one or more W; and wherein if said heterocyclic 
group contains an -NH- moiety that nitrogen is optionally substituted by J; 

W is hydroxy, methyl, ethyl, ethoxy, N,/V-(diethyl)amino, N,/V-(dibutyl)amino, or a group (B-E-); 
wherein W, including group (B'-E'-), is optionally substituted on carbon by one or more Y; 

Y and Z are independently selected from fluoro, chloro, bromo, nitro, cyano, hydroxy, 
methoxy, N,N-(dimethyl)amino or methylcarbonylamino; 

G, J and K are independently selected from methyl, ethyl, propyl, pentyl, 2-methylbutyl, butyl, 
acetyl, benzyl, 3-(pyrroH-yl)propyI or pyrrolidin-2-one-(5Sknethyl; wherein G, J and K are 
optionally substituted on carbon by one or more Q; and wherein if said heterocyclic group 
contains an -NH- moiety that nitrogen is optionally substituted by hydrogen or methyl; 

Q is cyano, hydroxy, methoxy, ethoxy, methylcarbonyloxy, methoxycarbonyl, t- 

butoxycarbonylamino, phenyl or a group (B"-E n -); wherein Q, including group (B"-E"-), is 
optionally substituted on carbon by one or more Z; 

B, B' and B" are independently selected from methyl, ethyl, propyl, cyclohexyl, phenyl, benzyl, 
1,2,3,4-tetrahydroquinolinyl, 3-morpholinopropyl, 2-morpholinoethyl, 2-pyrrolidin-l-ylethyl, 
3-morpholinopropyl, 3-(4-methylpiperazin-l-yl)propyl, 2-piperidin-l-ylethyl, 3-piperidiol- 
ylpropyl, pyridin-3-ylmethyl or imidazol-l-ylpropyl; wherein B, B' and B" are optionally 
substituted on carbon by one or more D; and wherein if said heterocyclic group contains 
an -NH- moiety that nitrogen is optionally substituted by a group selected from G; 

E, E' and E" are independently selected from -N(R a h -0-, -C(0)-, -NHC(OK -N(R a )C(0)0-; wherein 
R a is hydrogen or methyl optionally substituted by one or more F; 

D and F are independently selected from fluoro, methoxy or ethoxy; 

m is 0, 1, or 2; wherein the values of R 5 are the same or different; 

R 6 is fluoro; and 
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n is Oor 1. 

59. The compound of claim 55 that is selected from one of the compounds from Tables 1-8 
and 13 of WO 03/087057 modified by replacing the terminal moiety; 

m * with R 4 0 , wherein 3>, R\ R 2 , R 3 , and R 4 are as defined in claim 1 . 

60. A compound according to claim 55 for use in inhibting histone deacetylase. 

61. A compound according to calim 55 for use in treatment of a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

62. The compound of claim 61, wherein said treatment is effected by inhibiting histone deacetylase. 

63. The compound of calim 61, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

64. The compound of claim 61, wherein said cell proliferative disease is cancer. 

65. The compound of claim 64, wherein said cancer is a solid tumor cancer. 

66. The compound of claim 64, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

67. A pharmaceutical composition comprising a compound according to claim 55 and a 
pharmaceutical^ acceptable carrier. 

68. The pharmaceutical composition of claim 67 further comprising a nucleic acid level inhibitor of 
histone deacetylase. 

69. The pharmaceutical composition of claim 68, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

70. The pharmaceutical composition of claim 69, wherein said antisense oligonucleotide is selected 
from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, SEQ ID 
No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID No:ll, 
SEQ ID No:12, SEQ ID No:13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID No:17. 

71. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 55. 
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72. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 67. 

73. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 68. 

74. The method of claim 72, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

75. The method of claim 72, wherein said cell proliferative disease is cancer. 

76. The method of claim 75, wherein said cancer is a solid tumor cancer. 

77. The method of claim 76, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

78. The method of claim 73, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

79. The method of claim 73, wherein said cell proliferative disease is cancer. 

80. The method of claim 77, wherein said cancer is a solid tumor cancer. 

81. The method of claim 78, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

82. A compound of the formula: 
R ' O R 14 




O^X /-|(C N H2)nO /* X 



R 12 (4) 
the N-oxide forms, the pharmaceutical^ acceptable addition salts or the stereo-chemically 

isomeric forms thereof, wherein 
O is -NH 2 or -OH; 

n is 0,1, 2 or 3, wherein when n is 0 then a direct bond is intended; 
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t is 0, 1, 2, 3 or 4, wherein when t is 0 then a direct bond is intended; 

Q, X, Y, and Z are independently N or CH; 

R 1 is H or as defined in claim 1; 

R 2 f R 3 , and R 4 are as defined in claim 1; 

R 12 is hydrogen, halo, hydroxy, amino, nitro, Chalky!, CWalkyloxy, trifluoromethyl, dKCW 

alkyDamino, hydroxyamino and naphthalenylsulf onylpyrazinyl ; 
-L- is a direct bond or a bivalent radical selected from C^-alkanediyl, amino, carbonyl and 

aminocarbonyl; 

each R 13 is a hydrogen atom, wherein when t is 2, 3, or 4 one of the R 13 is optionally aryl; 

R u is hydrogen, hydroxy, amino, hydroxyCi^alkyl, Chalky!, Ci^alkyloxy,arylC^-alkyl, 
aminocarbonyl, hydroxycarbonyl, aminoCi^alkyl, aminocarbonylCi^-alkyl, 
hydroxycarbonylCi-e-alkyl, hydroxyaminocarbonyl, CWalkyloxycarbonyl, CWalkylaminoCi- 
s-alkyl or dKCi^alkyOaminoC^-alkyl; 

Ring A is selected from 

Ms /R 5 )s fr\ fr\ 

X) ^ ^ ^ 

(a-l) ( a - 2 ) 

6 )s 




(a-5) 



-0 


15 


(a-3) 


(a-4) 










<a-7) 


(a-8) 



NH 

<a-6) 

6 ) s p\ P\ f^s 



-O p -O p 



(a-9) (a-10) (a-11) < a ' 12 ) 
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(a-37) 







H 

(a-38) (a-39) (a-40) 




/R 5 )s 

T50 



\ 



(a-42) 


(a-43) 


N 




(a-46) 


M7) 





(a-44) 




(a-48) 



(a-49) (a-50) < a " 5l > 

wherein each s is independently 0, 1, 2, 3, 4 or 5; 

R 5 and R 6 are independently selected from hydrogen; halo; hydroxy; amino; nitro; trihaloCi^- 
alkyl; trihaloCi^alkyloxy; Ci^alkyl; (Walkyl substituted with aryl and Ca-iorcycloalkyl; Cwr 
alkyloxy; C^alkyloxyCw-alkyloxy; Ci^-alkylcarbonyl; Ci^-alkyloxycarbonyl; Cur 
alkylsulfonyl; cyanoC^alkyl; hydroxyCi. 6 -alkyl; hydroxyCi^-alkyloxy; hydroxyd-e- 
alkylamino; aminoCi-6-alkyloxy; di(Ci-6-alkyl)aminocarbonyl; di(hydroxyCi.6-alkyl)amino; 
(aryD(Cw-alkyl)amino; di(C w -alkyl)aminoCi^-alkyloxy; di(Ci^-alkyl)aminoC w -alkylamino; 
di(C^-alkyl)aminoCi. r alkylaminoCi^alkyl; arylsulfonyl; arylsulfonylamino; aryloxy; 
aryloxyCi. 6 -alkyl; arylC 2 «-alkenediyl; di(Ci. 6 -aikyl)amino; di(C w -alkyl)aminoC w -alkyl; dKCi-e- 
alkyl)amino(Ci*-alkyl)amino; di(C w -alkyl)amino(Ci^alkyl)aminoCi. 6 -alkyl; dKCW 
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alkyDaminoCi-e-alkyKd-e-alkyDamino; di(C 1 . 6 -alkyl)aminoCi. 6 -alkyl(Ci. 6 -alkyl)aminoCi.6-alkyl; 
aminosulfonylamino(C^-alkyl)amino;aminosulfonylamino(Ci. 6 -alkyl)aminoC w -alkyl; di(d-e- 
alkyl)aminosulfonylamino(d-6-alkyl)amino; di(d-6-alkyl)aminosulfonylamino(d-6- 
alkyUaminod-e-alkyl; cyano; thiophenyl; thiophenyl substituted with di(C^-alkyl)aminoCi. r 
alkyl(Ci. 5 -alkyl)aminoC M -alkyl, di(Ci. 6 -alkyl)aminoC w -alkyl, d-s-alkylpiperazinyid-e-alkyl, 
hydroxyCi. 6 -alkylpiperazinylC 1 . 6 -alkyl,hydroxyC 1 ^-alkyloxyCi. 6 -alkylpiperazinylC I ^alkyl, 
di(Ci. 6 -alkyl)aminosulfonylpiperazinylCi. 5 -alkyl, Ci. 6 -alkyloxypiperidinyi, d-e- 
alkyloxypiperidinyld-e-alkyl, morpholinylCLs-alkyl, hydroxyC 14 -alkyl(Ci^-alkyl)aminoCi^ 
alkyl, or dKhydroxyd-e-alkyOaminod-e-alkyl; furanyl; furanyl substituted with hydroxyd-e- 
alkyl; benzofuranyi; imidazolyl; oxazolyi; oxazoiyl substituted with aryl and d-e-alkyl; d 6 - 
alkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; piperidinyld-e-alkyloxy; morpholinyl; d-e- 
alkylmorpholinyl;morpholinylCi. 6 -alkyloxy; morpholinylCi. 6 -alkyl; morpholinylC^-alkylamino; 
morpholinylCi-e-alkylaminoC^-alkyl; piperazinyl; d-6-alkylpiperazinyl; d-e-alkylpiperazinyld- 
e-alkyloxy; piperazinyld-e-alkyl; naphthalenylsulfonylpiperazinyl; 
naphthalenylsulfonylpiperidinyl; naphthalenylsulfonyl; d-e-alkylpiperazinyld-e-alkyl; d-r 
alkylpiperazinyld-e-alkylamino; C w -alkylpiperazinylC w -alkylaminoC w -alkyl; d-e- 
alkylpiperazinylsulfonyl; aminosulfonylpiperazinyld-e-alkyloxy; aminosulfonylpiperazinyl; 
aminosulfonylpiperazinylC^-alkyl; di(d^alkyl)aminosulfonylpiperazinyl; di(C w - 
alkyl)aminosulfonylpiperazinylC w -alkyl;hydroxyCi- 6 -alkylpiperazinyl;hydroxyCi^ 
alkylpiperazinyiCi^-alkyliCi-s-alkyloxyperidinylid-e-alkyloxypiperidinylCw-alkyl; 
piperidinylaminoCi-5-alkylamino; piperidinylaminode-alkylaminod-fralkyl; (C^ 
alkylpiperidinyl)(hydroxyC^-alkyl)aminoCi. 6 -alkylamino; (d-e-alkylpiperidinylXhydroxyd-e- 
alkyUaminod-e-alkylaminod-e-alkyl; hydroxyd.6-alkyloxyCi.<ralkylpiperazinyl; hydroxyd-e- 
alkyloxyd-e-alkylpiperazinyld-e-alkyl; (hydroxyC^-alkyl)(Ci^alkyl)amino; (hydroxyC^- 
alkyl)(Ci^alkyl)aminoC w -alkyl;hydroxyC w -alkylaminod. 5 -alkyl; di(hydroxyC w - 
alkyOaminod-e-alkyl; pyrrolidinylCi. 6 -alkyl ; pyrrolidinylCi. 6 -aikyIoxy; pyrazolyl; thiopyrazolyl; 
pyrazolyl substituted with two substituents selected from d-e-alkyl and trihalod-e-alkyl; 
pyridinyl; pyridinyl substituted with d-e-alkyloxy, aryloxy or aryl; pyrimidinyl; 
tetrahydropyrimidinylpiperazinyl; tetrahydropyrimidinylpiperazinyld-e-alkyl; quinolinyl; 
indolyl; phenyl; phenyl substituted with one, two or three substituents independently 
selected from halo, amino, nitro,d. 6 -alkyl, d-e-alkyloxy, hydroxyd 4 -alkyl, trifluoromethyl, 
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trifluoromethyloxy, hydroxyCn-alkyloxy, Cu-alkylsulfonyt, Cu-alkyloxyCi^alkyloxy, Ci 4 - 

alkyloxycarbonyl,aminoCi4-alkyloxy, dKCM-alkyOaminoCM-alkyloxy, di(Ci4-alkyl)amino, 

di(Ci4-alkyl|aminocarbonyl, di(Ci^-alkyl)aminoCi^-alkyl r di(Ci4-alkyl)aminoCi4-alkylaminoCi. 

4-alkyl, di(Ci4-alkyl)amino(Ci4-alkyl)arnino, di(Ci4-alkyl)amino(Ci4-aIkyl)aminoCi 4 -alkyl r di(Ci. 

4-alkyl)aminoCi4-alkyl(Ci4-alkyl)amino, di(Ci4-alkyl)aminoCi4-alkyl(Ci 4 -alkyl)aminoCi4-alkyl, 

aminosutfonylarnino(Ci4-alkyl)amino, aminosulfonylamino(Ci 4 -alkyl)aminoC 1 4-alkyl, di(Ci4- 

alkyl)aminosulfonyiamino(C 14 -alkyl)amino f di(Ci4-alkyl)aminosulfonylamino(Ci4- 

alkyl)aminoCi 4 -alkyl, cyano, piperidinylCi^-alkyloxy, pyrrolidinylCi 4 -alkyloxy, 

aminosulfonylpiperazinyl, aminosulfonylpiperazinylCi 4 -alkyl, dKCW 

alkyDaminosulfonylpiperazinyl, dilCM-alkyDaminosulfonylpiperazinylCM-alkyl, hydroxyC M - 

alkylpiperazinyl, hydroxyCi 4 -alkylpiperazinylCi4-alkyl, C i^-al kyl oxy pi p e ri di nyl , Ci 4 - 

alkyioxypiperdinylCi4-alkyl, hydroxyCi4-alkyIoxyCu-alkylpiperazinyl,hydroxyCi4-aIkyIoxyCi. 

4 -alkylpiperazinylCi 4 -alkyl, (hydroxyCi 4 -alkyl)(Ci 4 -alkyl)amino, (hydroxyCi 4 -alkyl)(Ci 4 - 

alkyl)aminoCi 4 -alkyl, di(hydroxyCi 4 -alkyl)amino, di(hydroxyCi4-alkyl)aminoCi 4 -alkyl, furanyl, 

furanyl substituted with-CH=CH-CH=CH-, pyrrolidinylCi4-alkyl, pyrrolidinylCWalkyloxy, 

morpholinyl, morpholinylCu-alkyloxy, morpholinylCM-alky^morpholinylCM-aikylamino, 

morphoIinylCi4-alkylaminoCi 4 -alkyl f piperazinyl, C^-alkylpiperazinyl, C i4 -alkylpiperazinylCi. 

4-alkyloxy, piperazinylCu-alkyl, Ci 4 -alkylpiperazinylCi4-alkyI, Ci 4 -alkylpiperazinylCi4- 

alkylamino, Ci 4 -alkylpiperazinylCi4-alkylaminoCi. 6 -alkyl, tetrahydropyrimidinylpiperazinyl, 

tetrahydropyrimidinylpiperazinylCi4-aikyl r piperidinylaminoCi 4 -alkylamino, 

piperidinylaminoCi4-alkylaminoCi4-alkyl, (Ci4"alkylpiperidinyl)(hydroxyCi4-alkyl)aminoCi4" 

alkylamino, (CM-alkylpiperidinylKhydroxyCu-alkylJaminoCM-alkylaminoCu-alkyl, 

pyridinylCi4-alkyloxy, hydroxyCu-alkylamino, hydroxyCi 4 -alkylaminoCi 4 -alkyl, di(Ci 4 - 

aikyl)aminoCi4-alkylamino, aminothiadiazolyl,aminosulfonylpiperazinylCi4-alkyloxy, and 

thiophenylCi4-aikylamino; the central moiety 

^-(C x H 2 )n 
— Z— 

is optionally bridged [i.e., forming a bicyclic moiety) with a methylene, ethylene or 
propylene bridge; 

each R 5 and R 6 can be placed on the nitrogen in replacement of the hydrogen; 
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aryl in the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, C^-alkyl, CWalkytoxy, trifluoromethyi, cyano, and 
hydroxycarbonyl. 
83. The compound of claim 82 wherein: 

n is 1 or 2; 

t is 0, 1 or 2; 

each Z is nitrogen; 

R 12 is hydrogen, nitro, CWalkyloxy, trifluoromethyi, di(Ci^alkyl) amino, hydroxyamino or 

naphtalenylsulf onylpyrazinyl ; 
-L-is a direct bond or a bivalent radical selected from Cw-alkanediyl, carbonyl and 

aminocarbonyl; 
each R 13 is hydrogen; 

R 14 is hydrogen, hydroxyC^-alkyl, aminocarbonyl, hydroxyaminocarbonyl or di(Ci^alkyl) 
aminoC w -alkyl; 

the A ring is a radical selected from (a-1), (a-7), (a-9),(a-10), (a-12), (a-14), (a-19), (a-20), (a- 

21), (a-22), (a-23), (a-30), (a-34), (a-49) and (a-50); 
each s is independently 0,1, 2 or 5; 

each R 5 and R 6 are independently selected from hydrogen; halo; nitro; trihaloCi^alkyl; 
trihaloCi-e-alkyloxy; Ci^alkyl; C^-alkyloxy; C^alkylsulfonyl; (arylXCi-e-alkyUarnino; 
arylsulfonyl; aryloxy; arylC 2 . 6 .alkenediyl; di(C 1 . 6 -alkyl)amino; thiophenyl; thiophenyl 
substituted with di(Ci^alkyl)aminoCi. 6 -alkyl(Ci^alkyl)aminoCi. 6 -alkyl, di(Ci- 6 -alkyl)aminoCi-6- 
alky^C^alkylpiperazinylCi^alkyl, hydroxyCi^-alkylpiperazinylCi^alkyl, hydroxyCW 
alkyloxyCi^alkylpiperazinylCi^alkyl, di(Ci^alkyl)aminosulfonylpiperazinylCi. 6 -alkyl, CW 
alkyloxypiperidinylCi^-alkyl, morpholinylCi. 6 -alkyl, hydroxyC^-alkyl(Ci.6-alkyl)aminoCi^ 
alkyl, or di(hydroxyCi^alkyl)aminoCi. r alkyl; furanyl; oxazolyl; pyrrolyl; pyrazolyl; pyridinyl; 
pyridinyl substituted withCWalkyloxy; quinolinyl; indolyl; phenyl; and phenyl substituted 
with one, two or three substituents independently selected from halo, amino, C^-alky!, Ci. 
e-alkyloxy, hydroxyC^alkyl, trifluoromethyi, trifluoromethyloxy, di(C 14 -alkyl)aminoCi4- 
alkyloxy, di(Ci4-alkyl)amino, di(Cu-alkyl)aminoCi4-alkyl, di(Ci4-alkyl)aminoC M -alkyl(Ci 4 - 
alkyUamino, di(C M "alkyl)aminoCi4-alkyl(Ci4-alkyl)aminoCi 4 -alkyl, hydroxyCi4- 
alkylpiperazinylCi4-alkyl, hydroxyCi4-alkyloxyCi4-alkylpiperazinylCi4-alkyl, di (hydroxyCi 4 - 
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alkyDaminoCi^-alkyl, pyrrolidinylCw-alkyl, pyrrolidinylCu-alkyloxy, morphoIinylC^-alkyloxy, 
morphoIinylCi-4-aIkyl, and Cu-alkylpiperazinylCM-alkyl, and 
the central moiety 

— N Z— 



t is 0 or 2; 
R 12 is hydrogen; 
-L-is a direct bond; 
R 14 is hydrogen; 

the A ring is a radical selected from (a-1), (a-9), (a-19), (a-20), (a-21) f (a-22), (a-23), (a-49) and 
(a-50); and 

each R 5 and R 5 is independently selected from hydrogen; halo; trihaloCi^-alkyl; trihaloC^ 6 - 
alkyloxy; Ci^alkyl; CWalkyloxy; arylC 2 -6-alkenediyl; di(Ci-6-alky)amino; thiophenyl; 
thiophenyl substituted with di(Ci^-alkyl)aminoCi^alkyl(Ci-6-alkyl)aminoGi^alkyl, di(Ci^ 
alkyDaminoCi^-alkyl, Ci^-alkylpiperazinylC^-alkyl, hydroxyCi^-alkylpiperazinylC^-alkyl, 
hydroxyCi.e-alkyloxyCi-e-alkylpiperazinylCi.e-alkyl, Ci^alkyloxypiperidinylC^-alkyl, 
morpholinylCi-e-alkyl, hydroxyCi-6-aIkyl(Ci.6-aIkyl)aminoCi. 6 -alkyl, or dKhydroxyCi-e- 
alkyOaminoCi-e-alkyl; furanyl; oxazolyl; pyrazolyl; pyridinyl; pyridinyl substituted with CW 
alkyloxy; quinolinyl; indolyl; phenyl; and phenyl substituted with one, two or three 
substituents independently selected from halo, amino, Chalky!, (Walkyloxy, hydroxyC M - 
alkyl, trifluoromethyl, trifluoromethyloxy, di(Ci4-alkyI)aminoCi 4 -alky[oxy, di(Ci 4 -alkyl)amino, 
di(C M -aIkyl)aminoCi4-alkyl, di(Ci 4 -alkyl)aminoCi4-alkyl(C M -alkyl)aminoCi4-alkyl, hydroxy^ 
4-alkylpiperazinylCu-alkyl, hydroxyCu-alkyloxyCM-alkylpiperazinylCu-alkyl, di(hydroxyCu- 
alkyDaminoCu-alkyI, py rro li di ny IC i^-alky I pyrrolidinylCWalkyloxy, morpholinylCi4-alkyloxy, 
morpholinylCi4-alkyl, and Ci4-alkylpiperazinylCi 4 -alkyL 
85. The compound of claim 83 wherein: 

n is 1; 

tisO; 

R 12 is hydrogen; 
-L-is a direct bond; 
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R 14 is hydrogen; 

the A ring is a radical selected from (a-1) and (a-20); 
each s is independently 0 or 1 ; and 

each R 5 and R 6 is independently selected from hydrogen; thiophenyl; thiophenyl substituted 
with di(C 1 ^alkyl)aminoCi. 6 -alkyl or Ci.< r alkylpiperazinylC 1 . 6 -alkyl; furanyl; phenyl; and phenyl 
substituted with one substituents independently selected from di(Ci 4 -alkyl)aminoCi 4 - 
alkyloxy, di(C 14 -alkyl)amino, di(Ci 4 -alkyl)aminoCi 4 -alkyl, di(Ci 4 -alkyl)aminoCi 4 -alkyl(C 14 - 
alkyl)aminoC 14 -alkyl, pyrrolidinylCi 4 -alkyl, pyrrolidinylC i4 -alkyloxy and C x4 - 
alkylpiperazinylCi 4 -alkyl. 

86. The compound of claim 82 wherein L is a direct bond and R 12 is H. 

87. The compound of claim 82 wherein: 
tisO; 

R 12 is hydrogen, halo, hydroxy, amino, nitro, Ci. 6 -alkyl, C w -alkyloxy, trifluorom ethyl or 6\{C^ 
alkyUamino; 

-L-is a direct bond or a bivalent radical selected from Ci^-alkanediyl, amino, and carbonyl; 

R 14 is hydrogen, hydroxy, amino, hydroxyC^-alkyl, C^-alkyl, Ci. 6 -alkyloxy, arylC^-alkyl, 
aminocarbonyl, aminoC^-alkyl, C^-alkylaminoC w -alkyl or di(C w -alkyl)aminoC^-alkyl; 

the A ring is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), (a-10), ta- 
ll), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), (a-21), (a-22), (a-23), 
(a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), (a-33), (a-34), (a-35), (a-36), (a- 
37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44), (a-45), (a-46), (a-47), (a48) and (a-51); 

each s is independently 0, 1, 2, 3 or 4; 

R 5 is hydrogen; halo; hydroxy; amino; nitro; trihaloC^-aikyl; trihaloC w -alkyloxy; Ci- 5 -alkyl; C w - 
alkyloxy; d^-alkylcarbonyl; C x . 6 -alkyloxycarbonyl; d^-alkylsulfonyl; hydroxyC^alkyl; 
aryloxy; di(C M -alkyl)amino; cyano; thiophenyl; furanyl; furanyl substituted with hydroxyCwr 
alkyl; benzofuranyl; imidazolyl; oxazolyl; oxazolyl substituted with aryl and Ci. 6 -alkyl; 
alkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; Ci^-alkylmorpholinyl; 
piperazinyl; (Walkylpiperazinyl; hydroxyCj-e-alkylpiperazinyl; Ci^alkyloxypiperidinyl; 
pyrazoly; pyrazolyl substituted with one or two substituents selected from Ci. 6 -alky and 
trihaloCi-ralkyl; pyridinyl; pyridinyl substituted with C^-alkyloxy, aryloxy or aryl; 
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pyrimidinyl; quinolinyl; indole; phenyl; or phenyl substituted with one or two substituents 
independently selected from halo, C^-alkyl, Ci. 6 -alkyloxy, or trifluoromethyl; 
R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloC w -alkyl; trihaloC^alkyloxy; Ci. 6 -alkyl; C w - 
alkyloxy; C w -alkylcarbonyl; ds-alkyloxycarbonyl; C^-alkylsulfonyl; hydroxyC^-alkyl; 
aryloxy; di(Ci*-alkyl)amino; cyano; pyridinyl; phenyl; or phenyl substituted with one or two 
substituents independently selected from halo, C^-alkyl, (Walkyloxy, and trifluoromethyl, 
and 

the central moiety 

/-(CH 2 ) n 
— Z— 

is optionally bridged {i.e., forming a bicyclic moiety) with an ethylene bridge. 
88. The compound of claim 82 wherein: 

R 12 is hydrogen, halo, hydroxy, amino, nitro, (Walkyl, C^-alkyloxy, trifluoromethyl, 

hydroxyamino or naphthalenylsulfonylpyrazinyl; 
R 14 is hydrogen, hydroxy, amino, hydroxyd^-alkyl, C^alkyloxy, arylC^-alkyl, aminocarbonyl, 

hydroxycarbonyl, aminoC^-alkyl, aminocrbonylC^-alkyl, hydroxycarbonylC,^-alkyl, 

hydroxyaminocarbonyl, Cw-alkyloxycarbonyl, Ci^-alkylaminoCi^-alkyl or di(C w - 

alkyDaminoCi-s-alkyl; 

the A ring is a radical selected from (a-1), (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), (a- 
10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), (a-21), (a-22), 
(a-23), (a-24), (a-25), (a-26), (a-27), (a-28), (a-29), (a-30), (a-31), (a-32), (a-33), (a-34), (a- 
35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a43) and (a-44); and 

each R 5 and R 6 are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloC u -alkyl; trihaloC^-alkyloxy; Chalky!; Ci^-alkyloxy; C^-alkyloxyC^alkyloxy; Cw- 
alkylcarbonyl; CLg-alkylsulfonyl; cyanoC^-alkyl; hydroxyC^alkyl; hydroxyC^-alkyloxy; 
hydroxyCi^-alkylamino; aminoC^-alkyloxy; di(C^-alkyl)aminocarbonyl; di(hydroxyCi^- 
alkyDamino; di(C^-alkyl)aminoC w -alkyloxy; dKC^alkyDaminoC^-alkylamino; arylsulfonyl; 
arylsulfonylamino; aryloxy; arylC 2 . 6 -alkenediyl; dKC^alkyOamino; cyano; thiophenyl; 
thiophenyl substituted with difC^-alkyDaminoC^-alkyKd^-alkyDaminoC^alkyl, di(C w - 
alkyDaminoC^alkyl, C^-alkylpiperazinylC^-alkyl or di(hydroxyC w -alkyl)aminoCi^-alkyl; 
furanyl; imidazolyl; C w -alkyltriazolyl; tetrazolyl; piperidinylCi^-alkyloxy; morpholinyl; C w - 
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alkylmorpholinyl; morpholinylC i. 6 -alkyloxy; morpholinylCWalkyl; Ci^alkylpiperazinylC^- 
alkyloxy; Ci^alkylpiperazinylCi^alkyl; Ci.s-aikylpiperazinylsulfonyl; 
aminosulfonylpiperazinylCi-e-alkyloxy; aminosulfonylpiperazinyl; aminosulfonylpiperazinylCi. 
e-alkyl; di(Ci. 6 -alkyl)aminosulfonylpiperazinyl; di(Ci. 6 -alkyl)aminosulfonylpiperazinylCi^alkyl; 
hydroxyC^-atkylpiperazinyl; hydroxyC^-alkylpiperazinylCi^alkyl; Ci^alkyloxypiperidinyl; 
Ci^-alkyloxypiperidinyiCi. 6 -alkyl; hydroxyCi^alkyloxyC w -alkylpiperazinyl; hydroxyC^- 
alkyloxyCi. 6 -alkylpiperazinylCi. 6 -alkyl; (hydroxyCi. 6 -alkyl)(Ci^-alkyl)amino; (hydroxyC^- 
alkyl)(Ci^-alkyl)aminoCi-6-alkyl; pyrrolidinylCi^-alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl 
substituted with two substituents selected from Chalky) or trihaloCi. 6 -alkyl; pyridinyl; 
pyridinyl substituted with Ci^-alkyloxy or aryl; pyrimidinyl; quinolinyl; phenyl; and phenyl 
substituted with one, two or three substituents independently selected from halo, amino, 
Ci-e-alkyl, Ci-6-alkyloxy, hydroxyCi 4 -alkyl, trifluoromethyl, trifluoromethyloxy, hydroxyC !4 - 
alkoxy, C 14 -alkyloxyCi 4 -alkoxy, aminoCi 4 -alkyloxy, di(C 14 -alkyl)aminoCi 4 -alkyloxy, di(Ci 4 - 
alkyOamino, piperidinylC 14 -alkyloxy, pyrrolidinyICi 4 -alkyloxy, aminosulfonylpiperazinyl, 
aminosulfonylpiperazinylCi 4 -alkyl, di(Ci 4 -alkyl)aminosulfonylpiperazinyl, di(Ci 4 - 
alkyl)aminosulfonylpiperazinylCi 4 -alkyl, hydroxyCi 4 -alkylpiperazinyl, hydroxyCi 4 - 
alkylpiperazinyiC i4 -alkyl, Ci 4 -alkyloxypiperidinyI, Ci 4 -alkoxypiperidinylCi 4 -alkyl, hydroxyCi. 
4 -alkyloxyCi 4 -alkylpiperazinyl, hyroxyCi 4 -alkoxyCi 4 -alkylpiperazinylCi 4 -alkyl, hydroxyCi 4 - 
alkyl)(Ci 4 -alkyl)amino, (hydroxyCi 4 -alkyl)(Ci 4 -alkyl)aminoCi 4 -alkyl, pyrrolidinylCi 4 -alkoxy, 
morpholinylCi 4 -alkyloxy, morpholinylCWalkyl, Ci 4 -alkylpiperazinylCi 4 -alkoxy, Cu- 
alkylpiperazinylCu-alkyl, hydroxyCi 4 -alkylamino, di(hydroxyCi 4 -aIkyi)amino, di(C i4 - 
alkyl)aminoCi 4 -alkylamino, aminothiadiazolyl, aminosulfonylpiperazinylCi 4 -alkyloxy, and 
thiophenylCi 4 -alky!amino. 
89. The compound of claim 82 that is selected from one of the compounds of pages 21 and 
22 and Table F-l of WO 03/076422 wherein the terminal hydroxamic acid moiety (HO-NH-C(O)- ) is 
replaced with 




wherein <£, R 1 , R 2 , R 3 , and R 4 are as defined in claim 1. 
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90. A compound according to claim 82 for use in inhibting histone deacetylase. 

91. A compound according to calim 82 for use in treatment of a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

92. The compound of claim 91, wherein said treatment is effected by inhibiting histone deacetylase. 

93. The compound of calim 91, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

94. The compound of claim 91, wherein said cell proliferative disease is cancer. 

95. The compound of claim 94, wherein said cancer is a solid tumor cancer. 

96. The compound of claim 94, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

97. A pharmaceutical composition comprising a compound according to claim 82 and a 
pharmaceutical acceptable carrier. 

98. The pharmaceutical composition of claim 97 further comprising a nucleic acid level inhibitor of 
histone deacetylase. 

99. The pharmaceutical composition of claim 98, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

100. The pharmaceutical composition of claim 99, wherein said antisense oligonucleotide is selected 
from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, SEQ ID 
No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID No:ll, 
SEQ ID No:12, SEQ ID No:13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID No:17. 

101. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 82. 

102. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 97. 

103. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
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administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 98. 

104. The method of claim 102, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease, 

105. The method of claim 102, wherein said cell proliferative disease is cancer. 

106. The method of claim 102, wherein said cancer is a solid tumor cancer. 

107. The method of claim 106, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

108. The method of claim 103, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

109. The method of claim 103, wherein said cell proliferative disease is cancer. 

110. The method of claim 109, wherein said cancer is a solid tumor cancer. 

1 1 1. The method of claim 110, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 



leukemia. 



112. 



A compound of the formula: 




R 



(5) 



or a pharmaceutical^ acceptable salt thereof, wherein 
cD is -NH 2 or -OH; 

R 1 is H or as defined in paragraph claim 1; 

R 2 , R 3 , and R 4 are as defined in paragraph claim 1; 
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n is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 



Q is nitrogen or 

X is nitrogen or 
Y is nitrogen or 




Z is nitrogen or v ; 

R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, 

heterocyclyl, C 3 -Csrcycloalkyl, heteroaryl, C r C r akyl, haloalkyl, Ci-C 7 -alkenyl, Ci-C r alkynyl, Ci- 
C r acyl, Ci-C r alkyl-aryloxy, C r C7-alkyl-arylsulfanyl, CrCy-alkyl-arylsulfinyl, Ci-Cr-alkyl- 
arylsulfonyl, C r C7-alkyl-arylaminosulfonyl, d-CT-alkyl-arylamine, CrC r alkynyl-C(0)-amine, Ci- 
C7-alkenyl-C(0>-amine, Ci-C r alkynyl-R 9 , Ci-C r alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, 
amino, Ci-C r alkyl or Ci-C 7 -alkoxy; 

Ri2 i s hydrogen, halo, hydroxy, amino, nitro, Ci^alkyl, C^alkyloxy, trifluoromethyl, 
diCCLealky^amino, hydroxyamino or naphtalenylsulfonylpyrazinyl; 

Ri3 is hydrogen, Ci^alkyl, aryIC 2 . 6 alkenediyl, furanylcarbonyl, naphtalenylcarbonyl, 
-C(0)phenylR 9 , C^alkylammocarbonyl, aminosulfonyl, arylaminosulfonyl, 
aminosulfonylamino.diCCi^alkyOaminosulfonylamino.arylaminosulfonylamino, 
aminosulfonylammoCi. 6 alkyl,di(Ci.6alkyi)aminosu]fonylaminoCi.6alkyl, 
aiylaminosulfonylaminoC,. 6 alkyl,di(C 1 ^alkyl)aminoC w alkyi, 
C M2 a!kylsulfonyl,di(C 1 . 6 aIkyl)aminosulfonyl,trihaloC l . 6 alkyIsulfonyl, 
di(aryl)C v6 alkylcarbonyl, thiophenylCi-ealkykarbonyl, pyridinylcarbonyl or 
arylCi^alkylcarbonyl 
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wherein each is independently selected from phenyl; phenyl substituted with 
one, two or three substituents independently selected from halo, amino, Cj^alkyl, 
Ci„ 6 alkyloxy, hydroxyCi^alkyl, hydroxyCi. 4 alkyloxy, aminoC M alkyloxy, 
dKCi^alkyljaminoCj^alkyl^^ 
di(Cl.6alkyl)am^noC^6alkyl(C^6alkyl)aminoCJ.6aIkyl, 
hydroxyCi^alkylpiperazinylCi^alkyl, CMalkyloxypiperidinylCi^alkyl, 
hydroxyCi^alkyloxyCj^alkylpiperazinyl, C^alkylpiperazinylC i^alkyl, 
di(hydroxyCi. 4 alkyl)aminoCMalkyl, pyrrolidinylCj ^alkyloxy, 
morpbolinylCi^alkyloxy, or morpholinylCi^alkyl; thiophenyl; or thiophenyl 
substituted with di(Ci.4alkyl)aminoCi-4alkyloxy, di(Ct.6alkyI)aminoCi.ealkyi, 
di(Ct- 6 alkyI)aminoCi. 6 alkyl^^ 

Cj^alkylpiperazinyiCi^alkyl, di(hydroxyCi.4alkyl)aminoCj.4alkyl or 
morpholinylCi^alkyloxy, 

R 14 is hydrogen, hydroxy, amino, hydroxyCj^aJkyl, Ci. 6 alkyl, Cj^alkyloxy, 
arylCi^alky], ammocarbonyl, hydroxycarbonyl, aminoCt^alkyl, 
aminocarbonylCi.galkyI, hydroxycarbonylCi^atkyl, hydroxyaminocarbonyl, 
Ci. 6 alkyloxycarbonyl, ^ealkylaminoCi^alkyl or di(Ci. 6 alky])aminoCi_6alkyl; 
when r 13 & R 14 are present on the same carbon atom, R 13 & R 14 together may form a 
bivalent radical of formula 
^C(0)-NH^CH 2 -NR m - (a-1) 
wherein R l0 i$ hydrogen or aryl; 
when R i3 &R 14 are present on adjacent carbon atoms, R 13 &R 14 together may form a 
bivalent radical of formula 
^CH-CH=CH-CH^ <b-l ); 

aryl in the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, Cj^alkyl, Ci^alkyloxy, trifluoromethyl, cyano or 
hydroxycarbonyl* 

113, The compound of claim 112 wherein: 
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n is Oorl; 

* CR CH 

R 12 is hydrogen or nitro; 

R 13 is Ci^alkyl, arylC2^alkcnediy1, furanylcarbonyl, naphtalenylcarbonyl, 
Ci-ealkylaminocarbonyl, aminosulfonyl, 
di (C i alkyl )aminosulf ony lami noCi ^aikyl , 

di(C w alkyI)aminoCi^a]ky], Ci.^alkylsulfonyl, di(C|_6alkyl)aminosulfonyl, 
WhaloCi^alkylsuIfonyl, dKaiytyCj^alkylcarbonyl, thiophenylCi^alkylcarbonyl, 
pyridinylcarbonyl or arylCj^alkylcarbonyl; 
R H is hydrogen; 

when R 13 &R 14 are present on the same carbon atom R 13 &R 14 together may form a 
bivalent radical of formula (a~l) wherein R 10 is aryl; 

when R 13 &R 14 are present on adjacent carbon atoms R 13 &R 14 together may forma 
bivalent radical of formula (b4). 

114. The compound of claim 112 wherein: 

nisi; ^ / 

Z is nitrogen; 



1S , \ , or 



R 12 is hydrogen; 

R 13 is naphtalenylcarbonyl, Ci.i 2 alkylsulfonyI or di{aryl)Cualkylcarbonyl; 

R 14 is hydrogen. 

115. The compound of claim 112 wherein R 12 is H. 

116. The compound of claim 112 wherein: 
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R 12 is hydrogen, halo, hydroxy, amino, nitro, Chalky!, Ci-galkyloxy, trifluoromethyl 
or dKC^alkyDamino; 

R 13 is hydrogen, Ci„ 6 alkyl, arylC^alkenediyl, furanylcarbonyl, naphtalenylcarbony], 
-C(0)pheny]R 9 , Cj.6alkyIaminocarbonyl, aminosulfonyl, arylaminosuJfonyl, 
arainosulfonylaniino, di(Ci.6alkyl)aminosulfonylamino, 
diCCi^alkyOaminoC^aJkyl, Cj-i2alkylsulfonyl, di(Ci^kyl)aminosulfonyI or 
pyridinylcarbonyl wherein each R 9 is independently selected from phenyl; phenyl 
substituted with one, two or three substituents independently selected from halo, 
Ci^alkyl, Ci-ealkyloxy; or thiophenyl; 

R u is hydrogen, hydroxy, amino, hydroxyCj.galkyl, Ct^alkyl, Ci_ 6 alkyloxy, 
arylCi^alkyl, aminocarbonyl, aminoC|. 6 alkyl, Ci. 6 alkylaininoC 1 . 6 alkyl or 
di(C i .6alkyl)aminoC i .galkyl. 

117. The compound of claim 112 wherein: 

R 12 is hydrogen, halo, hydroxy, amino, nitro, Ci^alkyl, C^alkyloxy, trifluoromethyl oi 
di(Ci.6alkyl)amino; 

R 13 is hydrogen, Ct^aJkyi, arylC^alkenediyl, furanylcarbonyl, naphtalenylcarbony], 
-C(0)phenyIR 9 , Cj^alkylaminocarbonyl, aminosulfonyl, arylaminosulfonyl, 
aminosulfonylamino, di(Ci, 6 alkyl)aminosulfonylamino, 
di{Cj^alkyl)aminoCi,6alkyl, Ci.ualkylsulfonyl, di(Ci-6alkyl)arninosulfonyl or 
pyridinylcarbonyl wherein each R 9 is independently selected from phenyl; phenyl 
substituted with one, two or three substituents independently selected from haio, 
Ci-fidkyl, Ci_$alkyloxy; or thiophenyl; and 

R 14 is hydrogen, hydroxy, amino, hydroxyCi^alkyl, Ci. 6 alkyl, CLgalkyloxy, 
arylCi^alkyl, aminocarbonyl, aminoCi-galkyl, Ci. 6 alkylaminoCi_ 6 alkyl or 
di (C |.6alkyl)aminoCi ^alkyl. 

118. The compound of claim 112 wherein: 
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nisOorl; Qis ^* ; or 
-NHC(0)Ci^alkanediylSH; R 12 is hvdrogen or nitro: R 13 is Ci^alkyl, 
arylC2^alkenediyl, fufanylcarbonyl, naphtalenylcarbonyl, Ci^alkylaminocarbony 
aminosulfonyl,di(Ci.6aIkyl)anainosuIfonylaminoCi.6alkyl, 
di(C).6alkyI)aminoCi^alkyl, Ci.nalkylsulfonyl, cti(^6allcyI)aminosulfonyl, 
trihaloCj^alkylsuIfonyl, di(ary])Ci^alkylcarbonyl,thiophenylCj.6alkylcarbonyl, 
pyridinylcarbonyl or arylCi^alkylcaibonyl; R 14 is hydrogen; when R 13 and R u are 
present on the same carbon atom r 13 & r 1 * together may form a bivalent radical o! 
formula (a-1) wherein R 10 is aryl; or when R 13 &R 14 are present on adjacent carboi 
atoms R 13 & R 14 together may form a bivalent radical of formula (b-1). 

119. The compound of claim 112 wherein: 

nisi; Qis Z is nitrogen; R 12 j S 

hydrogen; R 13 is naphthalenylcarbonyl, Ct.^alkylsulfonyl or 
di(aryi)Ci.6alkylcaTbonyl; and r 14 js hydrogen. 



1 20. The compound of claim 1 1 2 that is selected from one of 




422 




423 



WO 2005/030705 



PCI7US2004/031591 



cro 




H 











0 





wherein the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 
R 1 




wherein <D, R\ R 2 , R 3 , and R 4 are as defined in accordance with claim 1. 

121. A compound according to claim 112 for use in inhibting histone deacetylase. 

122. A compound according to calim 112 for use in treatment of a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

123. The compound of claim 122, wherein said treatment is effected by inhibiting histone 
deacetylase. 

124. The compound of calim 122, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

125. The compound of claim 122, wherein said cell proliferative disease is cancer. 

126. The compound of claim 125, wherein said cancer is a solid tumor cancer. 
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127. The compound of claim 125, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

128. A pharmaceutical composition comprising a compound according to claim 112 and a 
pharmaceutical^ acceptable carrier. 

129. The pharmaceutical composition of claim 128 further comprising a nucleic acid level inhibitor of 
histone deacetylase. 

130. The pharmaceutical composition of claim 129, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

131 The pharmaceutical composition of claim 130, wherein said antisense oligonucleotide is 
selected from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, 
SEQ ID No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID 
No:ll, SEQ ID No:12, SEQ ID No:13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID 
No:17. 

132. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 112. 

133. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 128. 

134. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 129. 

135. The method of claim 133, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

136. The method of claim 133, wherein said cell proliferative disease is cancer. 

137. The method of claim 136, wherein said cancer is a solid tumor cancer. 
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138. The method of claim 137 r wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

139. The method of claim 134, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

140. The method of claim 134, wherein said cell proliferative disease is cancer. 

141. The method of claim 140, wherein said cancer is a solid tumor cancer. 

142. The method of claim 141, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

1 43. A compound of the formula: 

5L_ o r 14 

f\_NAp=X /"(CH 2 ) n O 

° R 12 (6) 

or a pharmaceutical^ acceptable salt thereof, wherein 
<D is -IMH 2 or -OH; 
R 1 is H or as defined in claim 1; 
R 2 , R 3 , and R 4 are as defined in claim 1; 

n is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 
m is 0 or 1 and when m is 0 then a direct bond is intended; 
t is 0, 1, 2, 3 or 4 and when t is 0 then a direct bond is intended; 



Q is nitrogen or ^ — CR X or — CH * 



X is nitrogen or 



Y is nitrogen or ^* ; 
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R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, 
heterocyclyl, C 3 -C 8 -cycloalkyl, heteroaryl, d-Crakyl, haloalkyl, C r C 7 -alkenyl, C r C 7 -alkynyl, 
CrC r acyl, d-Cralkyl-aryloxy, d-Cr-alkyl-arylsulfanyl, C r C 7 -alkyl-arylsulfinyl, C r C7-alkyl- 
arylsulfonyl, Ci-C 7 -alkyl-arylaminosulfonyl, d-Cra!kyl-arylamine, Ci-C 7 -alkynyl-C(0)-amine, 
C r C r alkenyl-C(0)-amine, d-Cralkynyl-R 9 , d-d-alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, 
amino, d-C r alkyl or d-C r alkoxy; 

R 12 is hydrogen, halo, hydroxy, amino, nitro, Ci. 6 alky], Ci-ealkyloxy, trifluoromethyl, 
di(Ci^alkyl)amino, hydroxyamino ornaphtalenylsulfonylpyrazinyl; 

-L- is a direct bond or a bivalent radical selected from Ci^alfomediyl, 
Ci-galkanediyloxy, amino, carbonyl or aminocaibonyl; 

each R 13 is independently represents a hydrogen atom and one hydrogen atom can be 
replaced by a substituent selected from aryl; 

r 14 is hydrogen, hydroxy, amino, hydroxyCi. 6 alkyl, Cj^alkyl, Ci^alkyloxy, 
arylCi-ealkyl, aminocaibonyl, hydroxycarbonyl, aroinoCi^alkyl, 
aminocarbonylCj^alkyl, hydfOxycarbonylCi-eaikyl, hydroxyaminocarbonyl, 
Ci^alkyloxycarbonyl, Ci-ealkylaminoCi-ealkyl or di(Ci. 6 alkyDaminoCi^alkyl; 

r 15 is hydrogen, Ci_ 6 alkyl, Q^cycloalkyl, hydroxyC^alkyl, Ci^alkyloxyCwalkyl, 
dU^ealkytyammoC^alkyl or aryl; 

is a radical selected from 
ffh» /&* 
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(a-49) (a-50) < a " 5i > 

wherein each s is independently 0, 1, 2, 3, 4 or 5; 

each R 6 andR 7 are independently selected from hydrogen; halo; hydroxy, amino; nitro; 
trihaloCi.6alkyl; trihaloCi^allcyloxy; Ci-galkyl; Ci-galkyl substituted with aryl and 
C3.iocycloalkyl; Ci.6aDcyloxy; Cj_ 6 alkyloxyC^alkyloxy; Ci^jOkylcarbonyl; 
Ci-ealkyloxycarbonyl; Ci_ 6 alkylsulfonyI; cyanoC w alkyl; hydroxyC 1 . 6 alkyl; 
hydroxyCi-ealkyloxy; hydroxyCi-galkylamino; aminoCi. 6 alkyloxy; 
di(Ci_6all^l)aimnocarbonyl; di(hydroxyCi.6alkyl)ainino; (aryl)(Ci^aJkyl)amino; 
di(Ci. 6 alkyl)aininoCi^alkyloxy; di(Ci. 6 aUcyl)ammoCi^a31cylainino; 
di(C^6al^l)anlinoCl.6alkylaminoCl^alkyl; aiylsulfonyl; arylsulfonylamino; 
aryloxy; aryloxyCi^alkyl; arylC 2 -6alkenediyI; di(Ci.6al3cyl)amino; 
di(Ci^alkyl)ainmoCi.6alky^ ^ 
di(Ci.eall^l)ainino(Ci.6alkyl)aminoCi^al]<yl; 
di(Ci^all^l)ammoCi.6alkyl(Ci-6a%l)amino; 
di(Ci^alkyl)aminoCi^alkyl(Ci.6allQ f i)aniinoCi.6allcyl; 
anoinosulfoiiylannno(Ci^aIl^l)amino; 

aimiiosulfonylannno(Ci.6alI^l)aininoCi.6alkyl; 
di(Ci.6alkyl)aminosulfonylamino(Ci^alkyl)amino; 

di(Ci.6altyl)annnosuIfonylaim^^ cyano; thiophenyl; 

thiophenyl substituted with di(Ci_<5alkyl)aimnoCi.6alky^ 
di(Ci^alkyl)ajmno^6alkyl, Ci.g^ 
hydroxyCi.6alkylpiperazdnylCi.6alkyl, 
hydroxyCi^alkyloxyCi-ealkylpiperazinylCi-eallcyl, 
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di(Ci-6alkyl)aminosvafonylpiperazinylCi.6alkyl, 

Ci^alkyloxypiperidinyl, Ci-ealkyloxypiperidinyiCi.ealkyl.morpholinylC^fialkyl, 
hydroxyCi- 6 aftyl(Ci^aHtyl)amittoC^ 

furanyl; furanyl substituted with hydroxyCj^alkyl; benzofuranyl; imidazolyl; 

oxazolyl; oxazolyl substituted with aryl and Ci^alkyl; Ci_ 6 alkyltriazoryl; tetrazolyl; 

pymdidinyl; pyrrolyl; piperidinylC^alkyloxy; morpholinyl; Ci^alkylmorpholinyl; 

morpholinylCi^alkyloxy; 

morpholinylCi-fialkyi; xnorphoUnylCj.ealkylamino; 

morpholmylC 1 . 6 allcylaminoCi.6alkyl; piperazinyl; Ci. 6 alkylpiperazinyl; 

Ci.ealkylpiperazinylCi.ealkyloxy; piperazinylCi-galkyl; 

naphtalenylsulfonylpiperazinyljnaph^^ 
Ci-6alkylpiperazinylCi- 6 alkyl;Ci.^^ 

Ci-6alkyIpiperazinylCi^alkylaminoCi.6alkyl; Ci. 6 alkylpiperaziny]sulfonyI; 

aromosulfonylpiperazmylCi^ 

aminosulfonylpipeiminylCi^alkyl;^^ 

di(Ci_6alkyl)airinosutfonylpi^^^ 

hydroxyCi-6alkylpiperazinylCi. 6 alkyl;C I . 6 alkyloxypiperidinyl; 

Ci-6all^lox>piperidinylCi.6aIky^^ 

piperidmylaminoCi.(5a1JkylaifflnGCi.6alkyl; 

(Ci-6alkylpiperidinyl)(hydioxyCi.6alkyl)aininoCi.6aIkylamiTio; 

(Ci. 6 a!kylpiperidmyl)(hy&oxyC w ^ 
hydroxyCi-6alkyioxyCi.6alkylpiperazmy]; 
hydroxyCi.6alkyloxyCi-6alkylpiperazinylCi^alkyl; 
(hydtoxyC^alkylXCi^alkyl)^ 

hydroxyCi-ealkylaminoCi^alkyl; (ii(bydroxyCi^alkyl)aminoCi. 6 alkyl; 
pyrrolidinylCi^alkyl; pyixoUdinylCj^aikyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl 
substituted with two substituents selected from Ci-ealkyl or trihaloCi.6alkyl; 
pyridinyl; pyridinyl substituted with Ci.ealkyloxy, aryloxy or aryl; pyrimidinyl; 
tetrahydropyriimdmylp^ 

quinolinyl; indole; phenyl; phenyl substituted with one, two or three substituents 



431 



WO 2005/030705 



PCT/US2004/031591 



independently selected from halo, amino, nitro, Ci^alkyl, Ci^alkyloxy, 
hydroxyCi-4alkyl, trifluoromethyl, trifluoroniethyloxy, hydroxyCMalkyloxy, 
Ci^alkylsulfonyl, C^alkyloxyCi^alkyloxy, Ci.4alkyloxycarbonyl, 
aminoCi .4alkyloxy, 

di(Ci-4alkyl)aminoCi4allcyloxy, di(Ci.4alkyl)ammo, diCCi^alky^aminocarbonyU 
&(Ci^dkyl)aminoCMalkyl, di(C^ 

diCCMalkyOamino^walkyOamino, di(C w allcyl)anuno(C w alkyI)aminoCualkyl, 
d^(CMalkyl)aininoCi-4allcyl(Ci^allcyl)ammo, 

di(Cl.4allcyl)amhloC^4alkyl(Cl.4alky0aminoCl4alkyl, 
aminc^ulfonylaniino(Ciuialkyl)amino, 
aminosulfonylanTano^i^alky^aminoCjwtalkyli, 
diCCi^alkyOaininosulfonylaininoCCi^al^^aminOj 
di(Ci4alkyl)airanosulfonyl^ cyano, 
piperidinylCi^alkyloxy, pyrrolidinylCi^alkyloxy; aminosulfonylpiperazinyl, 
aminosulfonylpiperazinylCi^alkyl, diCCi^alkyOaminosnlfonylpiperazinyl, 
diCCHaB^^aBMnosulfonylpipeTazinylCMalkyl, hydroxyCi^alkyJpiperazinyl, 
hydroxyCi-4alkylpiperazinylCi^al3cyl 4 Ci^alkyloxypiperidinyl, 
Ci^kyloxypiperidmylCi^alkyl, 
hydroxyCi^alkyloxyCi.4alkylpiperazinylCi^alkyl, 

(hydroxyCi4alkyl)(Ci^alkyl)amino, (hydroxyCi^alkyl){Ci^aIkyl)aininoCi.4alkyl, 
di(hydroxyCi^alkyl)amino, di(hydroxyCi^alkyl)aniinoCi4alkyl, furanyl, furanyl 
substituted with -CH=CH-CH=CH- > pyrrolidinylCiwtalkyl, pyiroIidmylCi. 4 alkyloxy, 
morpholinyl, morpholinylC^alkyloxy, morpholinylCi^alkyl, 
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morpholiny]C M aDcylamino, morpholinylCMalkylaminoQ^aJkyl, piperazinyl, 
Ci^alkylpiperazinyl, Ci^alkylpiperazinylCi^alkyloxy, piperazinylCj^alky], 
C M alkylpiperazinylC 1 . 4 alkyl, C M alkylpiperazinylC M alkylamino, 
C M alkylpiperazmyiC 1 . 4 alkylaminoC 1 ^allcyl, tetrahydropyrimidinylpiperazinyl, 
tetrahy&opyrinndmylpipe^ 

piperidinylamMoCi^allcylaiDiiioCj^allcyl, 

(Ct^alkylpiperidiny^^ydroxyCi^dky^aiiiinoCMalkylaiiiino, 
(Ci^alkylpipericunylXhyd^ 

pyridinyld^alkyloxy, hydroxyC M aIIcylarnino, hydroxyCi^alkylaminoCMalkyl, 

(H(Ciwialkyl)aminoCi.4alkylamino,aiiunolWadiazoly], 

arainosuIfonylpiperaziaylCi^alkyloxy, or thiophenylC w alkylamino; 
eachR andR can be placed on the nitrogen in replacement of the hydrogen; 
aryl in the above is phenyl, or phenyl substituted with one or more substituents each 

independently selected from halo, C^alkyl, C^alkyloxy, trifluoromethyl, cyano or 

hydroxycarbonyl. 

144. The compound of claim 143 wherein: 
nis I; 

m is 0 or 1; 

t is 0,1 or 2; / / 

r — CR CH 

Qis ^ ' \ ,or \ ; 

R 12 is hydrogen or C lt6 alkyl; 

-1^ is a direct bond; 
R 14 is hydrogen; 
R 15 is hydrogen; 

is a radical selected from(a-l), (a-20), (a-25), (a-27), (a-28), (a-29), (a-41) 
or(a-42); 

each s is independently 0, 1, 2 or 3; 

each R 6 is independently selected from hydrogen, halo, Ci^alkyl or Q.ealkyloxy. 

145. The compound of claim 143 wherein: 
R 15 
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R 5 is hydrogen, Ci^aftyl, C 3 .iocycloalkyl, hydroxyCi. 6 alkyl, Ci-ealkyloxyCj^alkyl 
or di(Ci.6alkyl)aminoCi^alkyl; 

® is a radical selected from (a-1), (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), 
(a-9), (a-10), (a-li), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), 
(a-20), (a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-27), (a-28), (a-29), (a-30), 
(a-3i) t (a-32), (a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), 
(a-42)(a-43)or(a-44); 

each R 6 and R 7 are independently selected from hydrogen; halo; hydroxy; amino; 
nitro; trihaloC^alkyl; trihaloCj-galkyloxy; Q^alltyl; Ci^alkyloxy; 
Ci. 6 alkyloxyCi_ 6 alkyloxy; CVsalkylcarbonyl; C^ealkylsulfonyl; cyanoC^alkyl; 
hydroxyC^alkyl; hydroxyCj. 6 alkyloxy; hydroxyC^galkylaimno; 
aminoC^ealkyloxy; di(Ci. 6 alkyI)aminocarbonyl; cu(hydroxyCi-6alkyi)a!Ximo; 
arylC 1 ^alkyl)amino;cU(Ci. 6 alkyl)armnoCi.6alkyloxy; 
di{Ci. 6 alkyl)aminoCi-6^ylamino; arylsulfonyl; arylsulfonylamrao; aryloxy; 
aryIC 2 ^alkenediyl; di(Ci. 6 alkyl)amino; di(Ci.6alkyl)aminoCi^alkyr; 

di(C^6^1)aminoCi.6alkyl(C l .6alkyl)aminoCi. 6 alkyl; cyano; thiophenyl; 
thiophenyl substituted with di(Ci.6alkyl)aminoCi. 6 allcyl(Ci. 6 alkyl)aminoCi.6alkyl 
diCCi^alkyOaminoCx-galkyl, Ci^alkylpiperazinylCi^alkyl or 
al(hydmxyCi. 6 alkyl)aminoC I . 6 aIkyI; furanyl; imidazolyl; Ci. 6 alkyltriazolyl; 
tetrazolyl; pyrroKdinyl; piperidinylC^alkyloxy; morpholinyl; 
Ci-6aIlcylmoiphoIinyl;raorpho3mylCi.6aIkyloxy; 

morpholinylCi_ 6 alkyl; Ci. 6 aikylpiperazinyl; Cj-galkylpiperazanylCi-ealkyloxy; 
Ci. 6 a!kylpipera2inylCi.6alkyI; C^alkylpiperazinylsulfonyl; 
aminosulfonylpiperazinylCi^alkyloxy; ammosulfonylpiperazinyl; 
aminosulfonylpiperazinylCi.6a1kyl; oU(Ci.6alkyl)aminosulfonylpiperazinyl; 
$(Ci.6alkyl)aminostu?onylpipe^ 

hydroxyCi^alkylpiperazdnylCi.^alkyl;Ci.6alkyloxypiperidinyl; 
Ci. 6 dkyloxypiperidinylCi.6alkyl; hydroxyC^6alkyloxyC^6alkylpipera2inyl; 
hydroxyCi.6alkyloxyCi.6alIcylpiperazjnylCi. 6 alkyl; 
(hy&oxyCi^altyl)(Ci.6aIkyi)a^ 
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pyrrolidmylCj.galkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl substituted with two 
substituents selected from C^alkyl or ItihaloCi^alkyl; pyridinyl; pyridinyl 
substituted with Qnsalkyloxy or aryl; pyrimidinyl; quinolinyl; indole; phenyl; 

phenyl substituted with one, two or three substituents independently selected from 
halo, amino, Ci^alkyl, Ci^alkyloxy, hydroxyCj^alkyl, trifluoromethyl, 
trifluoromethyloxy, hydroxyCi^alkyloxy, Ci-4alky!oxyCi_4alkyloxy, 
aminoCi.4alkyloxy, aXCi^alkyl)ammoCi-4alkyloxy, di^^alkyljamino, 
d*i(Ci.4alkyl)aminoCi-4alkyl, 

diCCi^alkyOaminoCi^alkylCCi^alky^aniinoCi^atkyl, piperidinylCi^alkyloxy, 
pyrrolidinylCi^alkyloxy, aminosulfonylpiperazinyl, 
aminosulfonylpiperaziinylCi^alkyl, m(Ci^aIkyl)aininosulfonylpipera2inyl, 
di(Ci^alkyl)animosulfonylpipera23nylCMalkyl, hydroxyC].4alkylpiperazinyl, 
hya^xyCi^alkylpiperazmylCwalkyl.Ci^alkyloxypiperidinyl, 
Ci^alkyloxypiperidinylCi^alkyl, hydroxyC 1 .4alky!oxyCi^alkylpiperazinyl > 
hydroxyCi.4alkyIoxyCi.4alkylpiperazinylCi_4alkyi, 

(hyaYoxyCi^alkyl)(Ci^aIkyl)ai^ 

pyrrolidinylCi^alkyloxy, morpholinylCi^alkyloxy, morpholmylCi^alkyl, 
Ci^alkylpiperazinyl, Ci.4alkylpiperaziny]Ci-4alkyloxy, 
Ci-4allcylpiperazmylCi^alkyl, 
hydroxyCi.4alkylamino, di(hydroxyCi.4alkyl)amino, 
di(Ci.4a!kyl)aimnoCi.4alkyiamino, aminothiadiazolyl, 
aminosulfonyIpiperazinylCi.4alkyloxy, or thiophenylCi^alkylamino. 

The compound of claim 143 wherein: 
t = 0; 
m = 0; 
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R 12 is hydrogen, halo, hydroxy, amino, nitro, C w alkyl, Ci-calkyloxy, trirluoromethyl 
or di(CK5alkyl)amino; 

-L- is a direct bond or a bivalent radical selected from Ci-galkanediyl, 
Ci^alkanediyloxy, amino or carbonyl; 
R 14 is hydrogen, hydroxy, amino, hydroxyCi. 6 aflcyl, Ci. 6 alkyl, Ci^alkyloxy, 
arylC^alkyl, aminocarbonyl, aminoCi.galkyl, Ci^alkylannnoC^alkyl or 
dl(C^6allcyl)aminoC^6alkyl; 
R 15 is hydrogen; 



' ^ is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), 
(a-10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), 
(a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), 
(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44), 
(a-45), (a-46), (a-47), (a-48) or (a-51); 
each s is independently 0, 1 , 2, 3 or 4; 

■ R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi^alkyl; trihaloCi.6alkyIoxy; 
Cj.<jalkyl; Ci^alkyloxy; Ci^alkylcarbonyl; Ci-galkyloxycarbonyl; 
C 3 .6aiJcylsulfonyI; hydroxyCujalkyl; aryloxy; di(Ci. 6 alkyl)amino; cyano; 
thiophenyl; furanyl; furanyl substituted with hydroxyCi.6alkyl; benzofuranyl; 
imidazolyl; oxazolyl; oxazolyl substituted with aryl and Ci.6alkyl; 
Ci-ealkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; 
Ci-galkylmorpholinyl; piperazinyl; C^alkylpiperazinyl; 
hydroxyGj^allsylpiperazinyl; Ci. 6 alkyloxypipeiidinyl; pyrazoly; pyrazolyl 
substituted with one or two substituents selected from Qugalkyl or trihaloCi.6alkyl; 
pyridinyl; pyridtnyl substituted with Ci^alkyloxy, aryloxy or aryl; pyrimidinyl; 
quinolinyl; indole; phenyl; or phenyl substituted with one or two substituents 
independently selected from halo, Cj^alkyl, Ci^alkyloxy or trifluoromethyl; 
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R 7 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi-6a1kyl; trihaloCi^alkyloxy.; 
Ci^jattyl; Ci. 6 alkyloxy; Ci^atkylcarbonyl; Ci. 6 aD<yloxycarbonyl; Ck 
6 aIkylsulfonyl; hydroxyCi^alkyl; aryloxy; di(Ci. 6 allqd)arnino; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, C^aUcyl, Ci^alfcyloxy or trifluororaethyl. 

147. The compound of claim 143 wherein: 

nis I;mis0orl;tis0,l or2; Qis ^ • ^ > or 

R 12 is hydrogen; -L- is a direct bond; 
R 14 and R 15 are H; 

is a radical selected from (a-1), (a-20), (a-27), (a-28), (a-29), 
(a-41) or (a-42); each s is independently 0, 1 or 2; and each R 6 is independently 
selected from hydrogen, halo, Ci. 6 allcyl or Ci. 6 alkyloxy. 

148. The compound of claim 143 that is selected from one of 
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H 











rV er fiX co 

o 



wherein the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 




wherein <o, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with claiml. 

149. The compound of claim 143 wherein R l , R 2 , R 3 , and R 4 are all H. 

150. A compound according to claim 143 for use in inhibting histone deacetylase. 

151. A compound according to calim 143 for use in treatment of a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 
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152. The compound of claim 151, wherein said treatment is effected by inhibiting histone 
deacetylase. 

153. The compound of calim 151, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

154. The compound of claim 151, wherein said cell proliferative disease is cancer. 

155. The compound of claim 154, wherein said cancer is a solid tumor cancer. 

156. The compound of claim 154, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

157. A pharmaceutical composition comprising a compound according to claim 143 and a 
pharmaceutical^ acceptable carrier. 

158. The pharmaceutical composition of claim 157 further comprising a nucleic acid level inhibitor of 
histone deacetylase. 

159. The pharmaceutical composition of claim 158, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

160. The pharmaceutical composition of claim 159, wherein said antisense oligonucleotide is 
selected from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, 
SEQ ID No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID 
No:ll, SEQ ID No:12, SEQ ID No:13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID 
No:17. 

161. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 143. 

162. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 157 

163. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 158. 
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164. The method of claim 162, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

165. The method of claim 162, wherein said cell proliferative disease is cancer. 

166. The method of claim 165, wherein said cancer is a solid tumor cancer. 

167. The method of claim 166, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

168. The method of claim 163, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

169. The method of claim 163, wherein said cell proliferative disease is cancer. 

170. The method of claim 169, wherein said cancer is a solid tumor cancer. 

171. The method of claim 170, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

1 72. A compound of the formula: 




« l 2)n s — * 

Z-(CR 13 2 ) t -( A 



R 1 is H or as defined in claim 1; 

R 2 , R 3 , and R* are as defined in claim 1; 
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,n is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 
t is 0, 1, 2, 3 or 4 and when t is 0 then a direct bond is intended; 



Q is nitrogen or ^ CR - " CH 



/ 

— Ch 

\ , or 



X is nitrogen or ■ . 7 ; , ■ 

Y is nitrogen or °^; 

— *CH""" • ' 

Z is nitrogen or . ^; 

R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, 
heterocyclyl, Ca-Cg-cycloalkyl, heteroaryl, C r C r akyl, haloalkyl, C,-C r alkenyl, C r C r alkynyl, 
C r C r acyl, d-Cralkyl-aryloxy, d-Cr-alkyl-arylsulfanyl, Ci-Cy-alkyl-arylsulfinyl , d-C?-alkyl- 
arylsulfonyl, d-CT-alkyl-arylaminosulfonyl, Ci-C7-alkyl-arylamine, Ci-C r alkynyl-C(0)-amine, 
Ci-C r alkenyl-C(0)-amine, Ci-C r alkynyl-R 9 , Ci-C r alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, 
amino, d-Cralkyl or d-Cralkoxy; 
R 12 is hydrogen, halo, hydroxy, amino, nitro, Ci-oalkyl, Ci- 6 alkyloxy, trifluofomcthyi, 

di(Ci^alkyl)amino, hydroxyaminp or naphtalenylsulfonylpyrazinyl: 
-L-is a direct bond or a bivalent radical selected from Ci^alkanediyl, 
Ci.6alkyloxy, amino, carbonyi or aminocarbonyl; 

each R 13 independently represents a hydrogen atom and one hydrogen atom can be 
replaced by a substituent selected from aryl; 

R 14 is hydrogen, hydroxy, amino, hydroxyCi. 6 alkyl, C M alkyl, Ci^alkyloxy, 
arylCi.6allcyl, aminocarbonyl, hydroxycarbonyl, ammoCi-fialkyl, 
aminocarbonylC w aIkyl, hydroxycarbonylCi.6alkyl, hy<iroxyaminocarbonyl, 
Ci-eaJkyloxycarbonyl, Ci.ealkylaminoCi-ealkyl or di(Ci.6alkyl)aminoCi.6aIkyl; 
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(a-49) (a-50) 



wherein each s is independently 0, 1, 2 4 3, 4 or 5; 
each R 5 and R 6 are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
tnhaloCtealkyl;!^ 

C 3 ,i 0 cycloalkyl; Ci- 6 alkyloxy; d-ealkyloxyCj-eaBcyloxy; Ci. 6 alkylcarbonyl; • 
C^alkyldxycarbonyl; Ci. 6 afoylsulfonyl; cyanoCi^alkyl; hydroxyCi^alkyl; 
hydroxyCj^alkyloxy; hydroxyCi^alkylaniino; aminoCi. 6 alkyloxy; 
di(Ci^alkyl)ammocarbonyi; difrydroxy^alWamino; (atyl)(C,^allcyl)amino; 
di(Ci.6alkyl)aminoCi. 6 alkyloxy; di(Ci.6alkyI)annnoCi. 6 alkylamino; 
m(C 1 . 6 ali^l)ainmoCi^alkylatmnoCi^^ arylsulfonylamino; 
aryloxy; aryloxyCi-galkyi; arylC2-6altenediyl; di(Ci:6aBcyl)amino; . 
diCCt-ealkyDaminoCi^alkyl; di(Ci^amyl)anuno(Gi:6alkyl)amino; 
cU(Ci. 6 akyl)ammo(Ci^all^)aininoCi^alkyl; 
di(Ci.6aikyl)ammoCi. 6 alkyi(Ci^alkyl)amino; 
ai(Ci^yl)atmnoCi^ 

araiiiosuifoiiylamino(Ci.6aIkyl)anttno; . ... 

aminosulfonVlan3ino(C^6aU^l)aminoCi-6alkyl; 

di(Ci.6alkyl)aminosulfonylaniino(Cv6allcyl)amino; 
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di(Ci. 6 alkyl)ai3unosulfo^ cyano; thiophenyi; 

thiophenyl.substituted with di(Ci.galkyl)aminoGi.(jalkyl(Ci„6all^l)aminoCi^alkyl,' 
di(Ci.6alkyl)aminoCi,6alkyI> Ci^alkylpiperazmylQ-galkyl, 
hydr6xyCi.6alk>'lpjp^azinylCi.6alkyI, • . 

■hydroxyCi-6alkyloxyCi. 6 all!:ylpipera^raylCi.6alkyl, 
di(Ci^^kyl)aminosulfonylpiperazinyICi.6alkyl, 

C^alkyloxypiperidmyl, Ci.6alkyloxypiperidinylCi.6a]lcyl, morpholinylCt^alkyl, . 
hydroxy^ealkyKCi-galkylJaHuno^ 

Many! ; furanyl substituted with hydroxyCj.6aIky]; benzofuranyl; imidazolyl; ■ 
oxazolyl; oxazolyl substituted with aryl and Cj^alkyl; Ci-ealkyltriazolyl; tetrazolyl; 
pyrcoliditiyl; pyixolyl; piperidinylCi-galkyloxy; morpholinyl; Ci^alkylmorpholinyl; 
morpholinylCi^alkyloxy; ■ 
moipholiiiylCi_6alkyl; morpholmylCi^alkylamiiio; 
morpholinylCi.6alky]aminoCi.6allcyl; piperazmyl; C^alkylpipeiazinyl; 

Ci.6aIkylpiperazinylCi.6alkyloxy;piperazinylCi^aIkyl; 
naphtalenylstulenylpi^^ 

Ci^alkylpiperazixjylCiHgalkyl; Ci.6alkylpipera2iiiylCi„6alkylamii!o; 

Ci.6aIkyIpiperazinylCi.6alkylarainoCi.6alkyI; Ci^alkylpiperazinylsulfonyl; 

aminosulfonyIpipera2inylCi-6alkyloxy; aminosulfonylpiperazinyl; 

aminosuIfonylpiperazinyiCi.6alkyl; (^(Ci.(;alkyl)aminosu]fonylpiperazinyl; 

d(Ci^alkyl)araanosulfpiiylpiperazinylCi^alkyl; hydroxyCi-fiaikylpiperazinyl; 

hydroxyCj.6aIkylpiperazinylCi.6aIky]; Ci-galkyloxypiperidinyl; 

Ci^alkyIoxypiperidinylCi.6alkyl; piperidinylauiinoCi-salkylamino; 

piperialnylaminoC!.6alkylaminoCj.6alkyl; 

(Ci^alkylpiperidinyl)^ 

(Ci-gallcylpiperi&ny^ 

hydroxyCi-eaikyloxyCi-ealkylpiperaziniyl; 

hydroxyCi.6alkyloxyCi.6a]kylpiperazinylCi:6alkyI; 

(hydroxyCi.6alkylXCi.6a!kyl)ainino; (hydroxyCi^ 
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hydroxyCi^alkylaminoCi^alkyl; di(hydroxyCi.6alkyl)amindCi.6allcyI; 
pyrrolidkylCi^allcyl; pyrrolidinylCi r6 alkyI6xy; pyrazolyl; thiopyrazoiyl; pyrazolyl 
substituted with two substituents selected from Ci^kyl ° r trihaloCi^alkyl; 
pyridinyl; pyridinyl substituted with C^alkyloxy, aryloxy or aiyl; pyrimidinyl; * 
tetrahydropyrimi^nylpiperazinyl; tetrahydrapyriipidinylpiperaziiiylCi^alkyl; 

quinolinyl; indole; phenyl; phenyl substituted with one, two or three substituents 
independently selected from halo, amino, nitro, Ci^alkyl, Ci^alkyloxy, 
hydroxyCi^alkyl, trifluoromethyl, trifluoiomethyloxyy hydroxyCi^alkyloxy, 
Ci^alkylsirifonyVCi^^ C|-4alkyloxycarbonyl, 
aminoC M a!kyloxy/di^ 

(^(Ci^alky^aminDcarbonyl, diCCi^alkylJaminoCi^alkyl, 
(E(Ci^alkyl)ammc^ 

di(Ci4dkyl)^no(Ci^alkyl)anri di(Ci.4alkyI)aiiHno(^ 
di(Ci^alkyl)an^noCM^ ^ . 

di(Ci^alkyl)amm^ 

aminosdfonylamino(Ci4alkyl)amino» 
aminosulfonylamino(Ci.4alkyl)aminoCi.4alkyl, ' .. • 
diCCi^alky^aminosuIfoiiylaininoCCj^alkyOamino, 
di(Ci.4alkyl)aiiiinosuIfo^^ 

piperidinylCj^alkyloxy, pyrrolidinylCi^alkyloxy, aminosulfonylpiperazinylj 
aminosulfonylpipera2inylC^ 

di(C i.4alky])aminosulfonylpiperazmylCi-4alkyl, hydroxyC^alkylpiperazinyl, 
hydroxyCi.4alkyIpipera2anylCi.4aJJcyl, Ci^alkyloxypiperidinyl, 
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Ci.4alkyloxypiperidinylCi.4^^^ 

hydroxyCi.4allcyloxyCi^alkylpjpera2inylCi.4alkyl, 

(hyfooxyCj^alkylXCMalkyl)^ 

di(hydroxyCi-4aIkyl)aniino, di(hydroxyCi.4alkyl)aihinoCMalkyl, furanyl, furanyl 
substituted with -CH=CH-CH=CH-, pyiTolidinylCi^alkyl, pyrtolidiniylCi^alkyloxy, 
morphoHnyl, morpholinylCMalkyloxy, morpholinylCi^alkyl, 
morphoIinylCi^alkylamino, moipholinylCi4alI^lamiiioCi.4alkyl, piperazinyl, 
Cj^alkylpiperazinyl, Ci^alkylpiperaanylCi^alkyloxy, piperazinylCi^alkyl, 
Ci^alkylpiperazmylCt^alkyl, Ci^alkylpiperazinylCi^alkylamino, 
Ci^alkylpiperaziriylCiwtalkylaiiiiTioCi^alkyl, tetrahydropyiimidinylpiperazinyl, 
tetrahydropyiiaudinylpiperazinylCi^alkyl, piperidinylaminpCi^alkylamino, 
pipeddinylaminoCi4alkylaminoCi4alkyl, 
(Ci^alkylpiperidinyty^ 
(C w alkylpiperidinyl)(ty^ 

.pyridinylGi.4alkyIoxy, . '■ 

hydroxyC walkylamino, hydroxyCi4alkyIamiiioCi^aJkyl, 
di(Ci_4a^l)aminoCi-4aIkyiamiiip, aminothiadiazolyl, 
aminosulfonylpiperazinylGi^alkyioxy, or thiophenylCi^alkylamino; 

each R 5 and R 6 can be placed on the nitrogen in replacement of the hydrogen; 

aryLin the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, CUalkyl; Ci-calkyloxy, trifluoromethyl, cyanp or 
hydroxycarbonyl. . 

173. The compound of claim 172 wherein each of R 2 , R 3 , and R 4 corresponds to R 12 , R 13 , 

and R 14 , respectively, in claim 172 wherein: 

nis 1 or 2; 
• tisO, 1,2 or 4; 



447 



WO 2005/030705 



PCTAJS2004/031591 



R 2 is hydrogen or nitro; 

-L- is a direct bond or a bivalent radical selected from Ci-6allcanediyl; 
R 4 is hydrogen; " 

is a radical selected from (a-l),(a-2), (a-3), (a-5), (a-6), (a-1 1), (a-1 8), 
(a^OXCa^iy^a^.Ca-SSXCa^orCa-Sl); ■ 
each s is independently 0, 1, 2, or 4; 

each R 5 and R 6 are independently selected from hydrogen; halo; trihaloCi- 6 alkyl; 
Ci-galkyl; Chalky! substituted with aryl and G^iocycloalkyl; Ci^alkyloxy; 
Ci-gallcylcarbonyl; benzofuranyl; naphtalenylsulfonyl; pyridinyl substituted with 
aryloxy;.phenyl; or phenyl substituted with one substituent independently selected 
fromhydroxyC^alkyl or morpholinylCi^aiKyl. 

174. The compound of claim 170 wherein each of R 2 , R 3 , and R 4 corresponds to R 12 , R 13 , and 

R 14 , respectively, in claim 172 wherein: 

riisl; 

.tis0,.l'or2; 



_ / 

Oi<5 ^ CR CH 

V 1S \ ,or 



iX is nitrogen; 
, Y is nitrogen; 

• R 2 is hydrogen; 

i -L- is a direct bond; ... • 

each R 3 independently represents a hydrogen atom; 
R 4 is hydrogen; ' • . 

is a radical seated from (a-6), (a-11), (a-20), (a-47) or (a-51); 

each s is independently 0, 1, or 4; 

each R 5 andR 6 are independently selected from hydrogen; C^aHsyl; Ci^alkyloxy; 

. naphtaleiiylsnlfonyl; or phenyl substituted/with hydroxyCi^alkyl or 
, morpholinylCi.4allcyl. 

175. The compound of claim 172 wherein L is a direct bond. 
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176. The compound of claim 172 wherein each of R 2 , R 3 , and R 4 corresponds to R 12 , R 13 , 

and R 14 , respectively, in claim 172 wherein : 
tis 1,2,3, or 4; 

R 2 is hydrogen, halo, hydroxy, amino, nitro, Ci^alkyl, C^alkyloxy, truluoromethyl 

. or di(Ci.6alfcyl)amino; ■ 

-L- is a diredt bond or a bivalent radical selected from Ci.galkanediyl, 

Q.ealkanediyioxy, amino or carbbnyl; 
R 4 is hydrogen, hydroxy, amino, hydroxyCi-galkyl, Ci^alkyl, CjJgalkyloxy, 

arylCt-ealkyl, aminocarbonyl, aminoCi^alkyl, Ci^all^laminoC 1 .6alkyI or . 

di(Ci-(jalkyl)aminoCi.6aDcyl; . ', . 

— (A) . . .' ".' 

v ~ y is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), 

(a-10), (a-11), (a~12), <a-13), (a-14), (a-15); (a-16), (a-17), (a-18), (a~19), (a-20), 

(a-21), <a^22), (a-23), (a r 24); (a-25), (*-26), (ar28), (a.29), (ar3.0), (a-31), (a-32), " 

(a-33), (a-34), (a-35), (a-36); (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44), 

(a-45), (a-46), (a-47),.(a-48) and (a-51); • 

each s is independently 0, 1, 2, 3 or 4; 

- - K ~ ■> > . > ' ' 

R 5 is hydrogen; halo; hydroxy; amino; nitro; aihaloCi^alkyl; kihaloCi-ealkyloxy; 
Cj^alkyl; Ci^alkyloxy; Cj-ealkylcarbonyl; Ci^alkyloxycarbonyl; 
C i^alkylsulfonyl; hydroxyCi.galkyl; aryioxy ; di(Ci.6alkyl)amino; cyano; . 
thiophenyl; furanyl; furanyl substituted with hydroxyCi^alkyl; benzofuranyl; 
imidazolyl; oxassolyl; oxazolyl substituted with aryl and C^aUcyl; „ 
Ci^alkyltriazolyl; tetrazolyl; pyrrolidmyl; pyrrolyl; morpholinyl; 
Ci.6alkylmorpholinyl;piperazinyl; ... 
Ci-tfalkylpiperazinyl; hydroxyCj^alkylpiperazinyl; \ 
Ci-ealkyloxypiperidinyl; pyrazoly; pyrazolyl substituted with one or two . 
substituents selected from Ci-gaEkyl or trihaloCi^alkyl; pyridinyl; pyridinyl 
substituted with Ci^alkyloxy, aryioxy or aryl; pyrimidinyl; quinolinyl; indole; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Chalky!, C^alkyloxy or trifluoroniethyl; 
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R is hydrogen; halo; hydroxy; amino; nitro; trihaloCi^alkyl; trihaloCi^kyloxy; 
C^galkyl; C^alkyloxy; Ci. 6 aIkyicarbonyl; Cj. 6 alkyloxycarbonyl; 

Ct-ealkylsulfonyl; hydroxyC^alkyl; aryloxy; di{Ci. 6 alkyl)amino; cyano; pyridinyl;- 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Ci_ 6 alkyl, Ci.6alkyloxy or trifluoromethyl. 

177. The compound of claim 172 that is selected from one of 
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wherein the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 
R \ 

, y— n-c- - 

R <D 



wherein d», R 1 , R 2 , R 3 , and R 4 are as defined in accordance with claim 1. 

178. The compound of claim 172 wherein R\ R 2 , R 3 , and R 4 are all H. 

179. A compound according to claim 172 for use in inhibting histone deacetylase. 

180. A compound according to calim 1 72 for use in treatment of a disease selected from the 
group consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

181. The compound of claim 180, wherein said treatment is effected by inhibiting histone 
deacetylase. 

182. The compound of calim 180, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

183. The compound of claim 180, wherein said cell proliferative disease is cancer. 

184. The compound of claim 183, wherein said cancer is a solid tumor cancer. 
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185. The compound of claim 183, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

186. A pharmaceutical composition comprising a compound according to claim 1 72 and a 
pharmaceutical^ acceptable carrier. 

187. The pharmaceutical composition of claim 186 further comprising a nucleic acid level inhibitor 
of histone deacetylase. 

188. The pharmaceutical composition of claim 187, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone deacetylase. 

189. The pharmaceutical composition of claim 188, wherein said antisense oligonucleotide is 
selected from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, SEQ ID 
No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No: 10, SEQ ID Norll, SEQ ID 
No:12, SEQ ID No:13, SEQ ID IMo:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID No:17. 

190. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 172. 

191. A method of treating an individual having a disease selected from the group consisting of a 
cell proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition of 
claim 186. 

192. A method of treating an individual having a disease selected from the group consisting of a 
cell proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition of 
claim 187. 

193. The method of claim 191 , wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

194. The method of claim 191, wherein said cell proliferative disease is cancer. 

195. The method of claim 194, wherein said cancer is a solid tumor cancer. 

196. The method of claim 195, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 
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197. The method of claim 192, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

198. The method of claim 192, wherein said cell proliferative disease is cancer. 

199. The method of claim 198, wherein said cancer is a solid tumor cancer. 

200. The method of claim 199, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

201 . A compound of the formula: 

RW^H > /)— N Z-C(R^) 2 ) f N-S-(A) 

R\ ^I-y w o 

or a pharmaceutical^ acceptable salt thereof, wherein 
<& is -NH 2 or -OH; 
R l is H or as defined in claim 1; 
R 2 , R 3 , and R 4 are as defined in claiml; 

n is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 
t is 0, 1 , 2, 3 or 4 and when t is 0 then a direct bond is intended; 

. . — cC — cr^ — chC . 

Q is nitrogen or ^ , \ , 0 r \ ; 

X is nitrogen or ; 

Y is nitrogen or °^ ; 

CH'* 

Z is nitrogen or x ; 

R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, heterocyclyl, 
CjCffCycloalkyl. heteroaryl, C r C r akyl, haloalkyl, C r C r alkenyl, C r Cralkynyl, d-Cracyl, C r C r 
alkyl-aryloxy, Ci-C r alkyl-arylsulfanyl, Ci-C r alkyl-arylsuifinyl, Ci-Cralkyl-arylsulfonyl, Ci-C r alkyl- 
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arylaminosulfonyl, Ci-Cr-alkyl-arylamine, C r C r alkynyl-C(0)-amine, C r C r alkenyl-C(0)-amine, C r C r 
alkynyl-R 9 , C r C r alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, d-C^alky! or Ci-C r alkoxy; 

each R 12 iydrogen, halo, hydroxy, amino, nitro, C,. 6 alkyl, C^alkyloxy, trifluoromethyl, 
di(Ci.6alkyl)amino, hydroxyamino or naphtalenylsulfonylpyraziny]; 

each R 13 independently represents a hydrogen atom and one hydrogen atom can be 
replaced by a substttuent selected from aryl; 

R 14 is hydrogen, hydroxy, amino, hydroxyCi. 6 alkyl, Chalky!, C^alkyloxy, 
arylCi_ 6 alkyl, aminocarbonyl, hydroxycarbonyl, aminoCi^alkyl, 
aminocarbonylCi. 6 alkyl, hydroxycarbonyJC 1 _ 6 a!kyl, hydroxyaminocarbonyl, 
C 1 . 6 aJkyloxycarbonyl, Ci^alkylaminoCi^alkyl or di(Ci. 6 alkyl)aminoCi. 6 alky!; 

R 15 is hydrogen, C,. 6 alkyl, C 3 -i 0 cycloalkyl, hydroxyCi. 6 alkyl, C]. 6 alkyloxyCj. 6 alkyl, 
di(Ct.6alkyl)aminoCi.6alkyl or aryl; 

— fX) 

v — ' is a radical selected from 

/&* / R< % J*\ /R 7 ) s 

x> x5 y> 

(a-1) (a-2) (a-3) (a4) 

XR 7 ) S J*\ f) s aC )a 

"O XX "O 

(a-5) (a " 7) (a-8) 
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M9) < a . 50 ) (a-51) 

wherein each sis independently 0, 1, 2, 3, 4 or 5; 

6 7 

each R and R are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloCLfialkyl; trihaloC,. 6 alkyloxy; C,. 6 alkyl; Chalky! substituted with aryl and 
C 3 .iocycloalkyl; Ci. 6 alkyloxy; Ci. 6 alkyloxyC t . 6 alkyloxy; C]_ 6 alkyIcarbonyl; 
C^alkyloxycarbonyl; Ci. 6 alkylsulfonyI; cyanoCi^alkyl; hydroxyCi^alkyl; 

hydroxyCi. 6 alkyloxy; hydroxyCi-galkylamino; aminoC^alkyloxy; 

di(Ci. 6 aikyl)aminocarbonyl; di(hych*oxyCi. 6 alkyl)amino;(aryl)(Cj. 6 alkyl)amino; 

di(Cl. 6 alkyl)aminoC^ 6 al]cyloxy;di(C^ 6 alkyl)amJnoCl. 6 alkylamino; 

di(C 1 . 6 alkyl)aminoC 1 ^alkylaniinoC,. 6 alkyl;arylsulfonyl;atylsulfony]^ 

aryloxy; aryloxyC^afkyl; arylC 2 . 6 alkenediyl; di(C^ 6 aIkyl)amino; 

di(Ci. 6 alkyl)aminoCi. 6 alkyl; di(Ci. 6 alkyl)amino(C w alkyl)amino; 

di(Ci. 6 alkyl)amino(Ci. 6 alkyl)aminoCj^aIkyl; 

diCCi. 6 alkyl)aminoCi^alkyl(C 1 . 6 aIkyl)amino; 

di(C 1 . 6 aIkyl)aminoC,^aIkyl(C 1 . 6 alkyl)aminoCi. 6 alkyl; 

anunosulfonylamino(Ci,6alkyl)amino; 

anunosulfonylamino(Ci. 6 alkyl)aminoCi.galkyl; 

di(C I . 6 alkyl)aminosuIfonylarnino(C 1 . 6 alkyl)amino; 

di(Ci. 6 alkyl)aminosulfonylamino(Ci^alkyJ)aminoCi. 6 alkyl; cyano; thiophenyl; 

thiophenyl substituted with di(C,^kyl)amiiioC 1 ^alkyl(Ci. 6 alkyl)aininoC,.6aIkyl, 
diCCi-ealkyOaminod^alkyl, Ci. 6 alkylpiperazinyICi_ 6 alkyn 
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hydroxyCLealkylpiperazinylCi^alkyl, 
hydroxyC 1 . 6 alkyJoxyC J . 6 alkylpiperazinylC,^aIkyl ) 
di(Ci. 6 alkyI)aminosuJfonylpiperazinylC ] . 6 aIkyl > 
Ci-ealkyloxypiperidinyl.C,.^ 

hydroxyC 1 . 6 aIkyl(C,. 6 alkyJ)aminoC,. 6 alkyI, or dKhydroxyC^alkyOaminoCj 6 alkyJ- 
furanyl; furany] substituted with hydroxyC». 6 alkyi; benzofuranyl; iroidazolyi;" 
pxazolyl; oxazolyl substituted with aryl and Gj^Jkyl; C^alkyltriazolyl; tetrazolyl- 
pyrrolidinyi; pyrrolyh piperidinylQ.ealkyloxy; morpholinyl; C^alkylmorpholinyl; 
morphoJinyJC^alkyloxy; morphoJiny!C,. 6 alky!; raorphoJinyIC,. 6 alkylamino; 
morpholinylCLealkylaminoCealkyl; piperazinyl; C,. 6 alkylpiperazinyl; 
Ci. 6 alkylpiperaziny]Ci.6alkyloxy; piperazinylCj^alkyJ; 

naphtalenyJsulfonylpiperazinyl; naphtalenylsulfonylpiperidinyl; naphtalenylsulfonyl; 
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Ci. 6 alkyipiperazinylCi. 6 alky!;Ci.6alkylpiperazinylC 1 . 6 aJkyIanijno; 
Ci. 6 alkylpiperazinylCi. 6 aIlcylaminoC 1 . 6 alkyl; Ct. 6 alkylpiperazinylsulfonyl; 
aminosulfonylpiperazinyICi.6alkyloxy;aJTiinosulfonylpiperazinyl; 
aminosulfoiiyIpiperazinylCi. 6 alkyl;di(Ci. 6 alkyl)aminosulfonylpiperazinyl; 
di(Ci.6alkyl)aminosulfonyJpiperazinyICi^alkyl; hydroxyCi_ 6 aIkylpiperazinyl; 
hydroxyCi„ 6 alkylpiperaziny]Ci.6alkyl; Ci .galkyloxypiperidinyl; 

Ci. 6 alkyloxypiperidinylCi.6alkyl;piperidinylarainoCi. 6 alky]amino; 
piperidinylaininoCi. 6 alkylaminoCi-6alkyI; 

(Ci. 6 alkylpipericiinyl)(hydroxyCi.6alky])airanoCt.6alky]amino; 

(C 1 . 5 alkylpiperi{iinyl)(hyd^oxyC^6a^kyl)aminoC]. 6 alkylam^noC^ 6 alkyl; 

hydroxyCi^alky]oxyCi.6a]kyIpiperazinyJ; 

hydroxyCi. 6 alkyloxyC 1 ^aIkylpiperazmylC I . 6 alkyl; 

(hy&oxyC^lkylXCi.galkyOaiw^^^ 

hydroxyCi. 6 alkylaim^oCj. 6 alkyl;di(hy 

pyrrolidinylCi^alkyl; pym>lidinylCi^alkyioxy;pyrazolyl; thiopyrazolyl; pyrazolyl 
substituted with two substituents selected from Ci-galkyl or trihaloC|.6alkyl; 
pyridinyl; pyridinyl substituted with C^alkyloxy, aryloxy or aryl; pyrimidinyl; 
tetrahydropyrimidinyipiperazinyl ; tettahydropyrimidinylpiperazinylC^galkyl; 
quinolinyl; indoJe; phenyl; phenyl substituted with one, two or three substituents 
independently selected from halo, amino, nitro, Cj^alkyl, Ci.$alkyloxy, 

hydroxyCi^alkyl, trifluoromethyl, trifluoromethyloxy, hydroxyCi. 4 alkyloxy, 
CL^alkylsuIfonyl, Ci. 4 a]kyIoxyCMaIkyIoxy, Ci^alkyloxycarbonyi, 
aminoCi. 4 alkyloxy, di(Ci.4alkyl)aminoCi^alkyloxy, di(C M alkyl)amino, 
di(Ct. 4 alkyl)aminocarbonyl, di(Ci^alkyl)aminoCi. 4 a3kyl, 
di(Ci.4alkyl)aminoCi^alkyIaminoCi.4alkyl, 

di(C M a!kyl)amino(Ci. 4 alkyl)^^ 

di(Ci^alkyl)aminoC 1 ^alkyl(C w alkyl)amino, 

di(C M alkyl)aminoC M alkyl(Ci-4alkyl)aminoCi. 4 alkyl, 

aminosulfonylamino(CMaIkyl)amino, 

aminosulfonylamino(C^ 4 alkyl)aminoCi.4alkyl, 
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di(Ci4aIkyl)aminosuIfonyIamino(C|^alkyl)arnino, 

di(C I . 4 alky])aminosulfonyiamino(CMalkyl)aminoCi.6a!kyl,cyano, 
piperidinylC M alkyIoxy, pyrrolidinylC M alkyloxy, arainosulfonylpiperaziiiyl, 

aminosu!fonylpiperazinylC,.4aiky] > dj(C,. 4 aIky])aminosu]fonylpiperaziny^ 
di(Ci_ 4 aIkyl)anTinosuifony]pipera^^^ 

hydroxyCj^alkylpipera2inyJCi. 4 aikyl, C M alkyloxypiperidinyI, 
Cj^aJkyloxypiperidinylCMalkyl, hydroxyCi^aJkyloxyd^alkylpiperazinyl, 
hydroxyCi. 4 aIky]oxyC M alkyJpiperaziny]C,.4alkyl, 
(hydroxyC M alJcyl)(C,.4aI^ 

di(hydroxyC|^alkyl)amino, di(hydroxyC M alkyl)aminoC l . 4 alkyl, furanyl, furanyl 
substituted with -CH=CH-CH=CH-, pyrrobdinylC^alkyl, pyrrolidinylCMalkyloxy, 
morpholtnyl, morpholiny]C,^alkyloxy, morphoIinylCj. 4 alkyl, 
morphoIinylCi^alkylamino, morpholinyIC]4aIky!aminoC M a]kyI, piperazinyl, 
C^alkylpiperazinyJ, Ci. 4 alkylpiperazinyICi^aJkyIoxy, piperazinyJC M alkyl, 

Ci^alkylpiperazinylC^alkyl.C^aJkylpiperazinylCi^alkylamino, 

Ci^alkyipiperazinylCi.4alkylamino^ 

tetrahyclropyriniidinylpiperazinyl^ 

pipericfa'iiylaminoCj^alkylamiiioCj^aJkyl, 

(Ci. 4 aIkylpiperidinyl)(hydroxyCi. 4 aIkyl)aminoCMaIkylamino, 

(Ci^alkylpiperidinyOChydroxyCMalkyOaminoCMalkylaminoCi^alkyl, 

pyridinylCj. 4 alkyloxy, hydroxyC^alkylamino, hydroxyC^alkylaminoCi^alkyl, 

di(Ci. 4 alkyI)aminoC M alkylamino, aminothiadiazolyl, 

annnosulfonylpiperazinylC^alkyloxy, or thiophenylC M alkylamino; 

each R 6 and R 7 can be placed on the nitrogen in replacement of the hydrogen; 

aryl in the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, C^alkyl, C^alkyloxy, trifluoromethyl, cyano or 
hydroxycarbonyl. 

202. The compound of claim 201 wherein each of R 2 , R 3 , R 4 and R s corresponds to R 12 , R 13 , 
R 14 , and R 15 , respectively, in claim 201 wherein: 
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n is 0, 1 or 2; 
tis 0, 1,2 or 3; 

Q is ^ , "'X , or 



CFff CH^ 



R 2 is hydrogen, Cj^alkyl or naphtalenylsulfonylpyrazinyl; 

each R independently represents a hydrogen atom; 

R 4 is hydrogen, hydroxy, hydroxyC^alkyl or Chalky loxy; 

R 5 is hydrogen* Chalky!, hydroxyCi^alkyl or Ci^alkyloxyC^alky]; 



V ^- / IS 



a radical selected from (a-1), (a-7) or (a-20); 
each s is independently 0 or 1 ; 

each R 6 is independently selected from hydrogen; thiophenyl; furanyl; benzofuranyl; 
phenyl; or phenyl substituted with one substituents independently selected from 
Ci-ealkyl, Cj^alkyloxy, hydroxyCi^alkyl, Ci^alkylsulfonyl or di(Ci^alkyI)amino; 

each R 7 is independently selected from hydrogen. 

203. The compound of claim 201 wherein each of R 2 , R 3 , R 4 and R 5 corresponds to R 12 , R 13 , 
R H , and R 15 , respectively, claim 201 wherein: 

n is 1 or 2; 

■ tisO, 1, 2 or 3; / / 

J^, CR CK 

— C^T , \ , or \ , 

Q IS ^ 

R 2 is hydrogen or Ci-ealkyl; 

each R 3 independently represents a hydrogen atom; 

R 4 is hydrogen; 

R 5 is hydrogen or Ci^alkyloxyCi^alkyi; 

n\ 

is a radical selected from (a-1) or (a-20); 
each s is independently 0 or 1; 

each R 6 is independently selected from hydrogen; thiophenyl; furanyl; benzofuranyl; 
phenyl; or phenyl substituted with one substituents independently selected from 
Ci. 6 alkyl, Cj^alkyloxy, hydroxyC^alkyl or di(Ci.4alkyl)amino. 

204. The compound of claim 201 wherein R 12 is H. 
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205. The compound of claim 201 wherein each of R 2 , R 3 , R 4 and R 5 corresponds to R 12 , r" ( 
R 14 , and R 15 , respectively, in claim 201 wherein: 
tis 0; 

R 2 is hydrogen, halo, hydroxy, amino, nitro, C^alkyl, C,. 6 alkyloxy, trifluoromethyl 

or di(CjMsa!kyl)amino; 
i R 4 is hydrogen, hydroxy, amino, hydroxyC^alkyi, C^alkyl, CLealkyloxy, 

arylC^alkyl, aminocarbony], aminoC,. 6 alkyl, C,. 6 alky]aminoC M a]kyl or 

diCd^alkyOaminoCi^alkyl; 
R 5 is hydrogen 
-0. 

^ is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), 
(a-10), (a-HX (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20) ' 
(a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32),' 
(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44),' 
(a-45), (a~46), (a-47), (a-48) or (a-51); 
each s is independently 0, 1, 2, 3 or 4; 

R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloC,. 6 alkyl; trihaloC,. 6 alkyloxy; 

Cj. 6 alkyl; Ci. 6 alkyIoxy; C,, 6 alkylcarbonyl; C { . 6 alkyloxycarbonyl; 

C^alkylsulfonyl; hydroxyC^alkyl; aryloxy; dKC^alkyOamino; cyano; 

thiophenyl; furanyl; furanyl substituted with hydroxyC,. 6 alkyl; benzofuranyl; 

imidazolyl; oxazolyl; oxazolyl substituted with aryl and Cj. 6 alkyl; 

Ci^alkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; 
C 1 . 6 alkyImoipholinyl; piperazinyl; Cj. 6 alkylpiperazinyl; 
hydroxyC,. 6 alkylpiperazinyl; C}. 6 alkyIoxypiperidinyl; pyrazoly; pyrazolyl 
substituted with one or two substituents selected from C^alkyl or trihaloC U6 alkyI; 
pyridinyl; pyridinyl substituted with C,_ 6 alkyloxy, aryloxy or aryl; pyrimidinyl; ' 
quinolinyl; indole; phenyl; or phenyl substituted with one or two substituents 
independently selected from halo, Cj.galkyl, C,. e alkyloxy or trifluoromethyl; 
R is hydrogen; halo; hydroxy; amino; nitro; trihaloC^alkyl; trihaloC^alkyloxy; 
C^alkyl; C,. 6 alkyloxy; C,. 6 alkyIcarbonyl; CLealkyloxycarbonyl; 
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C^alkylsulfonyl; hydroxyC^alkyl; aryloxy; di(C,. 6 alkyl)amjno; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Chalky!, Ci.galkyloxy or trifluoromethyl, 

206. The compound of claim 201 wherein each of R 2 ( R 3 , R 4 and R 5 corresponds to R 12 , R 13 , 
R 14 . and R 15 , respectively, in claim 201 wherein: 

i R 5 is hydrogen, C 1 . 6 alkyl, C 3 ., 0 cycloalkyl, hydroxyC^alkyl, C 1 . 6 alkyJoxyC I . 6 aIk> 
or diCCi.galky^aminoCi^alkyi; 

is a radical selected from (a-1), (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8) 
(a-9), (a-10), (a-I2), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), 
(a-20), (a-21), <a-22), (a-23), (a-24), (a-25), <a-26), (a-27), (a-28), (a-29), (a-30), 
(a-31), (a-32), (a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), 
(a-42)(a-43)or(a-44); 

I) each R 6 and R 7 are independently selected from hydrogen; halo; hydroxy; amino; 
nitro; trihaloCi. 6 alkyl; trihaloCi. 6 aIkyloxy; C]. 6 alkyl; Cj. 6 alkyloxy; 
Ci. 6 alkyloxyCi. 6 alkyloxy; Ci. 6 alkylcarbonyl; C^alkylsulfonyl; cyanoCu 6 alkyl; 
hydroxyC^alkyl; hydroxyCi-ealkyloxy; hydroxyC^alkylamino; 
aminoC^alkyloxy; di(Ci.6alkyl)aminocarbonyl; di(hydroxyCi.6a!kyl)amino; 
arylC^alkyOaniino; diCC^alkyOaminoC i. 6 aikyloxy ; 
di(Ci. 6 alkyl)aminoCi.6alkylamino; arylsulfonyl; arylsulfonylainino; 
aryloxy; arylC 2 .6alkenediyl; di(C S - 6 alkyl)amino; 
<ii(Ci. 6 alkyI)aininoCH^ 

cyano; thiophenyl; thiophenyl substituted with 
di(Ci. 6 all£yl)aininoC 1 ^alkyl(Ct^alkyl)aminoCi.6alkyJ,di(Ci.6alkyl) 
Ci.galkylpiperazinylC^alkyl or di(hydroxyCi. 6 alkyl)aminoCi. 6 alkyl; furanyl; 
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imidazolyl; Ci.ealkyltriazolyl; tetrazolyl; pyrrolidinyl; piperidinylC^alkyloxy; 
morphoJinyi; Ci-ealkylmoipholiiiyl; morphoHnytCt^alkyloxy; 
mo^pho]inylCi. 6 a]kyI;C^ 6 a1kylpjpera^iny];C^6aikylpipe^azmyIC^6a]ky]oxy; 
Ci. 6 alkylpiperazinyICi-6a]kyl;Cj.6alkylpii)erazinyJsulfonyl; 
aminosulfonylpiperazinyICi.6alkyloxy; aminosulfonylpiperazinyl; 
aminosulfony]piperazinyICi.6alkyl;di(Ci.6alkyl)aminosu!fonylpiperazinyI; 
di(C 1 . 6 alkyl)ammosulfonylpiperazinylC 1 .6aikyl; hydroxyCi. 6 alicylpiperazmyl; 
hydroxyC I .6alkyIpiperazinylC I . 6 alkyl;C J . 6 aIky]oxypiperidmyl; 
Ct^alkyloxypiperidinylC^salkyi; hydroxyCj^alkyloxyCi^alkylpipeiazinyl; 
hydroxyCi.6alkyloxyCi.6a]kylpiperazinylCi.6alkyl; 

(hyd^oxyC^6alkyl)(C^ 6 alky])amiIlo;(hydfoxyC^ 6 alkyJ)(C^ 6 aIkyl)aminoC I ^alkyl; 
pyrrolidinylCi. 6 alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl substituted with two 
substituents selected from Chalky! or trihaIoCi. 6 alkyl; pyridinyl; pyridinyl 
substituted with C^alkyloxy or aryl; pyrimidinyl; quinolinyl; indole; phenyl; phenyl 
substituted with one, two or three substituents independently selected from halo, 
amino, Ci^alkyl, Ci- 6 alkyloxy, hydroxyCj^alkyl, trifluoromethyl, 
trifiuoromethyloxy, hydroxyCi. 4 alkyloxy, C]. 4 alkyIoxyCi^alkyloxy, 
aminoCi. 4 alkyloxy, di(C 1 . 4 alkyl)aminoC I . 4 aIkyloxy, di(C M alkyl)amino, 
di(Ci^alkyl)aimnoCj,4alkyl,di(C^^ 

piperidinylCi^alkyloxy, pyrrolidinylCi^lkyloxy, aminosulfonylpiperazinyl, 
aminosulfonylpiperazinylCi^alkyl, di(Ci^alkyl)aminosulfonylpiperazinyI, 
diCCx^alkyOaminosulfonylpiperazinylCi^alkjl, hydroxyCMalkylpiperazinyl, 
hydroxyC]. 4 alkylpiperazinylCi. 4 alkyl, Ct. 4 alkyloxypiperidinyl, 
Ci^alkyloxypiperidinylCMalkyl, hydroxyCi.4alkyloxyC 1 . 4 alkylpiperazinyl, 

hydroxyCMalkyloxyCi.4alkylpiperazinylCMalkyl, 

(hydK>xyCi.4alkyl)(C 1 . 4 alkyl)amino,(hydK)xyCi^alkyl)(Ci-4alkyl)aminoC M alkyl, 
pyrrolidinylCi.4alkyloxy, morpholinylCi. 4 alkyloxy, morpholinylCi^alkyl, 
Ci.4alkylpiperazinyl, Ci^alkyipiperazinylCi^alkyloxy, 
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Ct^alkylpiperazinylCi^alky!, 
hydroxyCi. 4 alkylamino, di(hydroxyCi4alkyl)amino, 
di(CMalkyl)aminoCi^alkylamino,amin(>thiadiazolyl, 
aminosulfonylpiperazinylCi^alkyloxy, or thiophenylCMalkylamino. 

207. The compound of claim 201 that is selected from one of 
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OH 
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wherein the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 

R )t\ H 9, 
C V-N-C-h 

K <D 

wherein 0>, R 1 , R 2 , R 3 r and R 4 are as defined in accordance with claim 1. 

208. A compound according to claim 201 for use in inhibiting histone deacetylase. 

209. A compound according to calim 201 for use in treatment of a disease selected from 
the group consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

210. The compound of claim 209, wherein said treatment is effected by inhibiting histone 
deacetylase. 

211. The compound of calim 209, wherein said cell proliferative disease is a neoplastic 
cell proliferative disease. 

212. The compound of claim 209, wherein said cell proliferative disease is cancer. 

213. The compound of claim 212, wherein said cancer is a solid tumor cancer. 

214. The compound of claim 212, wherein said cancer is selected from the group 
consisting of a lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast 
cancer and leukemia. 

215. A pharmaceutical composition comprising a compound according to claim 201 and a 
pharmaceutical^ acceptable carrier. 

216. The pharmaceutical composition of claim 215 further comprising a nucleic acid level 
inhibitor of histone deacetylase. 

217. The pharmaceutical composition of claim 216, wherein siad nucleic acid level inhibitor 
is an antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

218. The pharmaceutical composition of claim 217, wherein said antisense oligonucleotide 
is selected from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, SEQ 
ID No:5 r SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID No;ll, SEQ 
ID No:12, SEQ ID No;13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID No:17. 

219. A method of inhibiting histone deacetylase, the method comprising contacting said 
histone deacetylase with an inhibiting efective amount of a compound according to claim 201. 
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220. A method of treating an individual having a disease selected from the group 
consisting of a ceil proliferative disease, a protozoal disease and a fungal disease, said method 
comprising administering to said individual a treatment effective amount of the pharmaceutical 
composition of claim 215. 

221 . A method of treating an individual having a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease, said method 
comprising administering to said individual a treatment effective amount of the pharmaceutical 
composition of claim 216. 

222. The method of claim 220, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

223. The method of claim 220, wherein said cell proliferative disease is cancer. 

224. The method of claim 223, wherein said cancer is a solid tumor cancer. 

225. The method of claim 224, wherein said cancer is selected from the group consisting 
of a lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

226. The method of claim 221, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

227. The method of claim 221, wherein said cell proliferative disease is cancer. 

228. The method of claim 227, wherein said cancer is a solid tumor cancer. 

229. The method of claim 228, wherein said cancer is selected from the group consisting 
of a lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

230. The compound of claim 201 wherein R 2 , R 3 , and R 4 are all H. 

231 . A compound of the formula: 




or a pharmaceutical^ acceptable salt thereof, wherein 
<Dis-NH 2 or -OH; 
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RMsHor as defined in claim 1; 

R 2 , R 3 , and R 4 are as defined in claim 1; 

n is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 
; Qis nitrogen or ^ ' X '° r ^ ' 

X is nitrogen or 

Y is nitrogen or ; 

—GET* 

.Z is nitrogen or ^ ; 
R is selected from the group consisting of hydrogen, halogen, -IMH 2f nitro, hydroxy, aryl, heterocyclyl, 
CrCs-cycloalkyl, heteroaryl, CrC r akyI, haloalkyl, C r C r aIkenyl, C r C r alkynyl, C r C r acyl, C x -Cr 
alkyl-aryloxy, C r Cr-alkyl-arylsulfanyl, C r C 7 -alkyl-arylsuifinyl, Ci-Gy-alkyl-arylsulfonyl, d-Cy-alky!- 
arylaminosulfonyl, C r C 7 -alkyl-arylamine, C r C r alkynyl-C(0)-amine, C r C r alkenyl-C(0)-amine r Ci-Cr 
alkynyl-R 9 , CrC r aIkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, CrC r alkyl or C r C 7 -alkoxy; 

R 12 is hydrogen, halo, hydroxy, amino* nitro, Ci^alkyl, Ci^alkyloxy, trifluoromethyi, 
diCCi^alky^amino, hydroxyamino or naphtalenylsnlfonylpyrazinyl; 

R 13 is hydrogen, hydroxy, amino, hydroxyCi^alkyl, O^galkyl, Ci^alkyloxy, 
arylCi_6alfcyl» aminoearbonyl, hydroxycarbonyl, aminoCj^alkyl, 
aminocarbonylC^alkyl, hydroxycarbonylCi^allcyl, hydroxyaminocarbonyl, 
Ci^alkyloxycarbonyl, Ci^alkj^aininoCi^alkyl or di(Ci.(5alkyl)aminoCi^alkyl; 

when Z is equal to nitrogen, then-L- is a direct bond; 

when Z is equal to x , then -L- is -NH- or the bivalent radical 
-Ci-ealkanediylNH-; 

R 14 is hydrogen, Cj^alkyl, Cs-iocycloalkyl, hydroxyCi^alkyl, Q^alkyloxyCi^alkyl, 
d5(Ci. 6 a!kyl)aminoCi^alkyl or aryl; 



-0 



is a radical selected from 
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wherein each s is independently 0, 1, X 3, 4 or 5; 

each R 5 and R 6 are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloCi. 6 alkyl; trihaloCi. 6 alkyloxy; Ci^alkyl; Ci^alkyl substituted with aryl and 
C 3 .iocycloalkyl; Ci^alkyloxy; Ci^alkyloxyCi^alkyloxy; C^alkylcarbonyl; 
C^alkyloxycarbonyl; Ci^alkylsulfonyl; cyanoCi-galkyl; bydroxyCi.galkyl; 
hydroxyCi-galkyloxy; hydroxyCi-6a!kylamino; aminoCi-galkyloxy; 
dt(C 3 .6alkyl)aminocarbonyl; di(hydroxyCi.6alkyl)amino; (aryl)(Ci. 6 alk}'l)aniino; 
di(Ci-6alkyl)aminoCj.5alkyloxy; di(Ci^alkyl)aminoCi^alkylamino; 
di(Ci.6alkyl)aminoCi- 5 aIkylammoCi-6alkyl; arylsulfonyl; arylsulfonylarcuino; 
aryloxy; aryloxyC^alkyl; arylC2-6alkenediyl; aX^ 6 alkyl)arx]ino; 
di(Ci-6alkyl)aminoCV 6 alkyl; di(C^6alkyl)amino(CI. < 5alkyl)amino; 
di(Ci-6alkyl)arnino(Ci.6alkyl)aBoinoCi^alkyl; 
di<Ci^alkyl)aminoCi. 6 alkyl(C I ^alkyl)amino; 
di(Ci. 6 alkyl)arjQinoCi. 6 alkyl(C w alkyl)aminoCi-6alkyl; 
arnmosidfonylammo(Ci.$alkyl)arnino; 
anrinosiutonylaDuno(Ci.6a^ 

di(Ci^alkyl)aininosuIfonylamino(Ci.6allcyl)a3nirio; 

oU(Ci.5alkyl)aminosulfonylamino(C 1 . ( saIky])aminoCi.(5allc)4; cyano; thiophenyl; 
thiophenyl substituted with (fc(Ci_ 6 a]kyl)ariunoC^6aU^ 
di(C w alkyl)aminoCi^alkyl, Ci^alkylpiperazinylCi^alkyl, 
hydroxyCi^alkylpiperazinylCi^alkyl, 
hydroxyCi. 6 aikyloxyCi. 6 alkyIpiperazinylCi. 6 a]kyl > 
di(Ci-^li^l)aminosulfonylpiperazinylCi^alkyl, 

C^alkyloxypiperidinyl, C 1 . 6 alkyloxypipDridinylC J . 6 alkyl > morpholinylC^alkyl, 
hydroxyC 1 . 6 alkyl(Ci^alkyl)aimdnoCi.6all^l, or diChydroxyCi^alkyDaminoCi-ealkyl; 
furanyl; furanyl substituted with hydroxyCi^alkyl; benzofuranyl; mridazolyl; 

oxazolyl; oxazolyl substituted with aryl and Cj.galkyl; C^alkylttiazolyl; tetrazolyl; 
pyrTGlic3toyl;pyrK»lyl;piperidjnylCi. 6 alky!oxy; morpholinyl; Ci-ealkylmorpholinyl; 
morpholinylC^alkyloxy; 

moipholmylCi^kyl;morpholinylCi.6alkyIainino; 
moipholinylCi.gall^laminoCi.ijalkyl; piperazinyl; Ci^alkylpiperazinyl; 



478 



WO 2005/030705 



PCT/US2004/031591 



.C I . 6 alkylpiperazinylCi. 6 alkyJoxy;piperazinylC 1 . 6 a]jk:yI; 
naphtalenylsu!fonylpiperazinyl;naphtaleny^ 
C^aUcylpiperazinylC^alkyl; ^ 

C 1 . 6 ^7lpiperazinylC I .6alkylairanoC 1 . 6 alkyU Ci. 6 aIkylpipera2mylsuIfony]; 
aminosulfonylpipemmylCx^alkyloxyjanto 

anunosulfonylpiperazanyICi. 6 alkyk^ 
di(Ci.6a!ky])ammosulfonylpiper^ 

hydroxyC 1 . 6 alkylpipetazinylCi. 6 alk)'l; C^alkyloxypiperidinyl; 

Ci- 6 alkyloxypiperifflnylC 1 . 6 alkyl;piperi^ 

piperidinyIamitioCi. 6 al!kylaminoCi.6allcyl; 

(C w alkyIpipetidmyl)(hydroxy^ 

(Ci^dkylpiperidinyl)(hyd^^^ 

hydroxyCi^alkjIoxyC^galkylpiperazinyl; 

hydroxyCi^alkyloxyC^allcylpiperazinylCi^alkyl; 

hydroxyCi. 6 alkylami2ioC 1 . 6 alkyl; di(hydroxyCi. 6 alkyl)amii3oCj. 6 alkyl; 
pyrrolidinylCi^alkj'l; pyiTolidinylCi-ealkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl 
substituted with two substituents selected from Ci^alkyl or trihaloCi„$alkyl; 
pyridinyl; pyridinyl substituted with C^alkyloxy, aryloxy or aryl; pyrimidmyl; 
tetrahydropyrimidinylpiperaziiiyJ; tetrabydropyriniidinylpiperaziiiylCi.6alkyJ; 
quinolinyl; indolyl; phenyl; phenyl substituted with one, two or three substituents 
independently selected from halo, amino, nitro, C^aUcyl, Cj. 6 alkyIoxy, 
hydroxyCi^alkyl, trifluoromethyl, trifluoromethyloxy, hydroxyCi^alkyloxy, 
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Ci^alkylsulfonyL Cj^alkyloxyCi^alkyloxy, Ci^alkyloxycarbonyl, 
aminoCj4alkyloxy, di{C M alkyl)aniiiioCj4alkyloxy, di(Ci« 4 alkyl)atmno, 
di(Ci4aIkyl)aminocarbonyl, di(Ci.4alkyl)aminoCi.4alkyl, 
di(Ci^alkyl)aminoCi4all^laniinoCi.4alkyl, 

(H(Ci^aJkyl)ammo(Ci4alkyl)aniino, di(C^4all^l)amino(Ci4alkyl)aminoCl4alkyl, 

<il(Cl4aIkyl)aminoCl4alky](C^4aIkyl)aInino, 

di(Ci4aIkyl)aminoCi^alkyl^ 

aminosuIfonylamino(C2^a]kyl)ainiiJO, 

aimnosulfonylamino(Ci4a]kyl)amiiioCi,4alkyl, 

di(CMaikyl)aminosulfonyJattuno(Ci^alkyJ)amino > 

<3i(CMa]kyi)ammosulf^^^ 

piperidinylCi-4a]kyloxy, pyirolidinylCj^alkyloxy, amiflosalfottylpiperazinyl, 
amiiiosulfonylpiperazinylCi^alkyi, di(Ci^alkyl)aminosulfonylpiperazinyl, 
di(Ci4aJkyl)aminosulfonylpipe^inyICi.4aIl5yl, hydroxyCi^alkylpiperazinyl , 
hydJx>xyCi^.alkylpipera2siiiylCi.4alkyI, Ci. 4 a!kyloxypiperidinyl, 
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Ci^alkylox^iperidinylC^alkyJ, hydroxyCi. 4 alkyloxyC 3 .4alkyIpiperazinyJ, 

hydroxyCi4aUcyloxyCj. 4 alky]piperaziiiylCi.4aIkyl, 

(MroxyC^alkylXCMalkyl)^^ 

di(bydK>xyC w alkyl)amino 5 di(hydroxyC,. 4 a]kyl)aminoC w alkyl, furanyl, ftiranyl ' 
substituted with -CH=CfI-CH^CH-, pyrrolidinylC^alkyl, P yxrolidinylC M alkyiox y , 
morpholinyl, morpholinylCMalkyloxy, morphoUnylCi. 4 alkyl, 
morpholinylC M alkylamino, morplio]inylC M a]kylaQiinoC M alkyl, piperazinyl, 
C-Malkylpiperaziny], Cj^alkyipiperaziiiylCMalkyloxy, piperazinylC^alkyl, ' 
^alkylpiperazmylC^^ 

C w alkylpipera2dnylC M alkylammoC 1 . 6 aIkyl,tetrahydropy^ 

teteahydropyiimidtnylpiperazmylCj^alkyl, pijHsridmylaminoC^alkylamino, 

piperidinylaminoCi. 4 atkylamiiioCj. 4 alkyl, 

(Ci^alkylpjperidinyl)(hydrox^ 

(^ 4 ^lpiperidinyl)(hydroxy^^ 

pyridinylCMalkyloxy, 

hytayC M alkylaimno, hydroxy^^ 
di(C 1 . 4 aIkyi)aminoCi4alkylaimno } aminothiadiazolyl, 
amlnosulfonylpipa-azinyJC^alkyloxy, or thiophenylC M alkylamino; 
each R 5 and R 6 can be placed on the nitrogen in replacement of the hydrogen; 

aryl in the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, C,. 6 alkyl, C^aJkyloxy, trifluoromethyl, cyano or 
hydroxycarbonyl. 

232. The compound of claim 231 wherein each of R 2 , R 3 , and R 4 corresponds to R 12 , R 13 , and 
R 14 , respectively, in claim 231 wherein: 
n is 1; 

Q is — cr^ — chCT 

> \ ,or \ : 
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| R 2 is hydrogen or nitro; 
R is hydrogen; 

when Z is equal to ^ , then ~L- is the bivalent radical -Ci^alkanediylNHs 
> R 4 is hydrogen, C^allcy] or aryl; 

— (a) 

' ^-^ is a radical selected from (a-1) or (a-21); 
each s is independently 0, 1 or 2; 

each R 5 is independently selected from hydrogen; halo; trihaloCi-galkyl; 
tthaloCi-galkyloxy; Chalky]; C 1 . 6 alkyloxy; Cj.eaikylcarbonyl; aryloxy; cyano or 
phenyl. 

233. The compound of claim 231 wherein each of R 2 , R 3 , and R 4 corresponds to R 12 , R 13 , and 

R 14 , respectively, in claim 231 wherein: 

nisi; ^ / 

Qis , \ ,or \ ; 

each X is nitrogen; 
i each Y is nitrogen; 

R 2 is hydrogen; 
i R 3 is hydrogen; 

i when Zis equal to ^ , then -L~ is the bivalent radical -C^alkanedivlNH-; 
R 4 is hydrogen, Ci. 6 alkyl or aryl; 

v - / is the radical (a-1); 
i each s is independently 0 or 1; 

each R 5 is independently selected from hydrogen or phenyl. 

234. The compound of claim 231 wherein each of R 2 , R 3 , and R 4 corresponds to R 12 , R 13 , and 
R 14 , respectively, in claim 231 wherein: 
each Z is N; 
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»R 2 is hydrogen, halo, hydroxy, amino, mtro, C^alkyl, C^alkyloxy, trifluoromethyl 
ordi(Ci. 6 alkyl)ajnino; y 
> R 3 is hydrogen, hydroxy, amino, hydroxyC^alkyl, Chalky!, C^alkyloxy 
arylC,_ 6 alkyl, arainocarbonyl, aminoC^alkyl, C^alkylaminoC^alkyl or ' 
di(Ci. 6 aIkyl)arnirioCi. 6 ailcy]; 
i R* is hydrogen; 

<» im f SeIeCfed ^ (a_1) ' (a - 3) ' (a " 5) ' W> 
In f" o ' (a " 12> ' ( " 13) ' ( " 14X (a - 15)l (a " i6) ' (a - 17 >' ^ 18 >> (a-20), 

tl ' ft ' a *S' (a_24) ' (a ~ 25) ' (a " 26) ' (a " 28X (a " 29X (a - 30 ^ wsa 

(a-33 , (a -34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), ( a =42), (a-44) 
(a-45), (a-46), (a-47), (a-48) or (a-51); 
i each s is independently 0, 1, 2, 3 or 4; 

>R*is hydrogen; halo;hydroxy; ammo; nitro; trihaloC^alkyl; trihaloC^alkyJoxy; 
Ci^alkyl; C^alkyloxy; C 3 . 6 alkylcarbonyl; C^alkyloxycarbonyl- 
C^alkylsulfonyl; hydroxyC^cyl; aryloxy; diCd^alkyDamino; cyano; 
^phenyl; foranyl; furanyl substituted with hydroxyC^alkyl; benzofuranyl; 
imidazolyl; oxazolyl; oxazoiyl substituted with aryl and C^alkyl; 
Cualkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholmyl; ' 
Q-ealkylmoipholmyl; piperazmyl; C^alkylpiperazinyl; 

hydroxyd^alkylpiperazinyl; C^alkylox^iperidinyl; pyrazolyl; pyrazolyl 
substituted with one or two substituents selected from C^yl or trihaloC, eaUtyl- 

pyndmyl; pyridinyl substituted with C^alkyloxy, aryloxy or aryl; pyrrrnidinyl; 

quinolinyl; indole; phenyl; or phenyl substituted with one or two substituents 

independently selected from halo, C^alkyl, C^alkyloxy or trifluoromethyl; 
R is hydrogen; halo; hydroxy; amino; nitro; trihaloC^alkyl; trihaloC^alkyloxy; 

Ci. 6 alkyl; Ci. 6 alkyloxy; C^alkylcarbonyl; C^alkyloxycarbonyl; 

C^alkylsulfonyl; bydroxyC^alkyl; aryloxy; di(C M alkyl)amino; cyano; pyridiuyh 

phenyl; or phenyl substituted with one or two substituents independently selected ' 

from halo, C^alkyl, C^alkyioxy or trifluoromethyl. 
235. The compound of claim 231 that is selected from one of 
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€ x )^n-c- - 

wherein o, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with claim 1. 

236. The compound of claim 231 wherein R\ R 2 , R 3 , and R 4 are all H. 

237. A compound according to claim 231 for use in inhibting histone deacetylase. 

238. A compound according to calim 231 for use in treatment of a disease selected from 
the group consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

239. The compound of claim 238, wherein said treatment is effected by inhibiting histone 
deacetylase. 

240. The compound of calim 238, wherein said cell proliferative disease is a neoplastic 
cell proliferative disease. 

241. The compound of claim 238, wherein said cell proliferative disease is cancer. 

242. The compound of claim 241 , wherein said cancer is a solid tumor cancer. 

243. The compound of claim 241, wherein said cancer is selected from the group 
consisting of a lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast 
cancer and leukemia. 

244. A pharmaceutical composition comprising a compound according to claim 231 and a 
pharmaceutically acceptable carrier. 

245. The pharmaceutical composition of claim 244 further comprising a nucleic acid level 
inhibitor of histone deacetylase. 

246. The pharmaceutical composition of claim 245, wherein siad nucleic acid level inhibitor 
is an antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

247. The pharmaceutical composition of claim 246, wherein said antisense oligonucleotide 
is selected from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, SEQ 
ID No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID No:ll, SEQ 
ID No:12, SEQ ID No:13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID No:17. 

248. A method of inhibiting histone deacetylase, the method comprising contacting said 
histone deacetylase with an inhibiting efective amount of a compound according to claim 231. 
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249. a method of treating an individual having a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease, said method 
comprising administering to said individual a treatment effective amount of the pharmaceutical 
composition of claim 244. 

250. a method of treating an individual having a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease, said method 
comprising administering to said individual a treatment effective amount of the pharmaceutical 
composition of claim 245. 

251. The method of claim 249, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

252. The method of claim 249, wherein said cell proliferative disease is cancer. 

253. The method of claim 252, wherein said cancer is a solid tumor cancer. 

254. The method of claim 253, wherein said cancer is selected from the group consisting 
of a lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

255. The method of claim 250, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

256. The method of claim 250, wherein said cell proliferative disease is cancer. 

257. The method of claim 256, wherein said cancer is a solid tumor cancer. 

258. The method of claim 257, wherein said cancer is selected from the group consisting 
of a lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

259. A compound of the formula: 
R 1 

R 12 

/-(QH 2 )n ^ 

N-(CH 2 ) t -H( N-L— (7) 
Z-(CH 2 ) m w 

or a pharmaceutical^ acceptable salt thereof, wherein 
3> is -NH 2 or -OH; 
R 1 is H or as defined in claim 1 
R 2 , R 3 , and R 4 are as defined in claiml ; 
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o is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 



m is 0, 1, 2 or 3 and when ra is 0 then a direct bond is intended; 




X is nitrogen or 




Y is nitrogen or 



Zis-CH 2 -Of-0-; 



R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, heterocyclyl, 
CrCs-cycloalkyl, heteroaryl, Ci-Crakyl, haloalkyl, Ci-C r alkenyl, Ci-C r alkynyl, C r C r acyl, C r C r 
alkyl-aryloxy, Ci-C r alkyl-arylsulfanyl, Ci-Cr-alkyl-arylsulfinyl, d-Cr-alkykrylsulfonyl, C r C7-alkyl- 
arylaminosulfonyl, Ci-Cr-alkyl-arylamine, C r C r alkynyl-C(0)-amine, Ci-C r alkenyl-C(0)-amine, Ci-Cr 
alkynyl-R 9 , Ci-Cralkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, Ci-Cralkyl or CrC 7 -alkoxy; 
R 12 is hydrogen, hydroxy, amino, hydroxyCi.$alkyl, Cj-galkyl, Cj^alkyloxy, 
arylCi-ealkyl, aminocarbonyl, hydroxycarbonyl, aminoCi^alkyl, 
aminocarbonylCi^alkyl, hydroxycarbonylCi^alkyl, hydroxyaminocarboiiyl, 
Ci-salkyloxycarbonyl, Cj-galkylaminoCi-ealkyl or di(Ci-6alkyl)aminoCi.6alkyI; 

-L- is a bivalent radical selected from C^alkanediyl, carbonyl, sulfonyl, or 
Ci.galkanediyl substituted with phenyl; 




is a radical selected from 
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(a-5) (a-6> ^ (a-8) 



491 



WO 2005/030705 



PCT/US2004/031591 




WO 2005/030705 



PCT/US2004/031591 



(R*) ; 



(a-33) 




(a-37) 




(a-45) 




(a-34) 



(a-38) 



N O 
H 




(a-42) 



N 
(a-46) 




(a-50) 




(a-39) 



^00 



(a-43) 




N 
(a-47) 



(a-51) 




da 



N 
(a-36) 




(a-40) 



£R 6 

\ / 

(a-44) 




(a-48) 



wherein each s is independently 0, 1, 2, 3, 4 or 5; 

each R 5 and R 6 are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloCi-6alkyl; trihaloCt^alkyloxy; Chalky!; Ci.$alkyl substituted with aryl and 
C3.iocycloalkyl; Ci. 6 alkyloxy; Ci^alkyloxyCi^alkyloxy; Ci^alkykarbonyl; 
Cj .<>alkyloxycarbonyl; Ci^alkylsulfonyl; cyanoCi-galkyl; hydroxy Chalky!; 
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hydroxyQ^alkyloxy; hydroxyCi. 6 alkylamino; aminoC^alkyloxy; 

di(Ci. 6 alkyl)arainocarbonyl; di(hydroxyCt-6aikyl)amino; (aryl)(Ci.6alkyl)amino; 

di(Ci.(}aikyl)ammoCi.6alky]oxy; di(Ci.6alkyJ)aminoCj.6alkylamino; 

di(Ci . 6 alky])aminoCi ^alky] arainoCi. 6 alkyl; arylsulfonyl; arylsulfonylamino; 

aryloxy; aryloxyCj.galkyl; arylC^alkenediyl; di(C].6a!kyl)amino; 

di(Ci. 6 alkyl)aminoCi. <5 alkyl;di(C 1 .6alkyl)amino(Ci.6alkyl)amino; 

di(Ct.6alkyI)amino(Ci.6alkyl)aminoCi^alkyl; 
di(Ci. 6 alkyl)aminoCj.6aIkyl(Ci. 6 alkyl)amino; 
di(C 1 .6alkyl)aminoC l . 6 aIkyl(C l . 6 alkyl)aminoCi.6alkyl; 

amjnosulfonylamino(Ci. 6 alkyl)amino; 

aminosulfonylamino(Ci^alkyl)aminoCi^alkyl; 

di(Ci.6alkyl)aminosalfonylamino(Ci^aIkyl)amino; 

diCCi^alkyOaminosulfonylaminoCCi^alkyDaininoC!^^; cyano; thiophenyl; 
thiophenyl substituted with di(Ci. 6 alkyl)anunoCi. 6 alkyl(Ci. 6 alkyl)amiiioCi.6aIkyl, 
di(Ci-6alkyl)aminoCt.6alky], Ci-calkylpiperazmylCi^alkyl, 
hydroxyCi. 6 aikylpiperazinylCi.6alkyl, 
hydroxyC^alkyloxyCi^alkylpiperazinylCi^aikyl, 
di(Ci.6a]kyi)aminosulfonylpiperazinylCi. 6 alkyl, 
Ci^alkyloxypiperidinyl,Ci. g alkyloxypiperi^ 
hydroxyC^alkyHCi-ealkyOaim™^ 

furanyl; furanyl substituted with hydroxyCi-galkyl; benzofuranyl; imidazoiyl; 

oxazolyl; oxazolyl substituted with aryl and Chalky!; Ct^alkyltriazolyl; tetrazolyl; 

pyirolidinyl; pyrrolyl; piperidinylCi^alkyloxy; morpholinyl; Ci.6aIkylmorpholinyi; 

raorpholinylCi.6alkyloxy; 

mOfpholinylC I .6alkyl;morpholinylCi-6alkyIamino; 

morpholinylCi.6aikylaminoCi.6alkyI;piperazinyl;Ci.6a]kylpiperazinyl; 

Ci. 6 alkylpiperazmyICi.6a]kyloxy; piperazmylCi. 6 alkyl; 

naphtalenylsulfonylpiperazinyl;naphtalenylsulfonylpiperidiny];naphtalenylsulfonyl; 
Ci. 6 alkylpiperazinylCi^alkyl; Ci- 6 alkyIpiperazinylCi_ 6 alkylamino; 
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Ci^alkylpiperazinylC|.6alkylaminoCi. 6 alkyl; Ci_ 6 alkylpiperazinylsulfonyl; 
aminosulfonylpiperazinylCi^alkyloxy; aminosulfonylpiperazinyl; 
aminosuIfonylpipera2inylCi.6aIkyl;di(Ci. 6 alkyl)aminosulfonylpiperazinyl; 
di(Ci. 6 alkyl)aminosuIfonyIpipera2inylCj.6a1kyl; hydroxyCi, 6 alkylpiperazinyl; 
hydroxyCi.6alkyIpiperazinylCi.6a]ky];Ci. 6 alkyIoxypiperidinyl; 

Ci^alkyloxypiperidmylC^6alkyI;piperi^nylaminoCl^alkyJamino; 
piperidinyIaminoCi.6aIkylaminoCi.6alkyl; 

(Ci. 6 aIkylpiperidinyl)(hydroxyCi.6alkyl)aminoCj. 6 alkylamino; 
(Ci.6aikylpiperidjnyJ)(hydroxyCi.6alkyl)aminoCi. 6 alkylaminoCi. 6 alkyl; 
hydroxyCj .6aIkyloxyCj. 6 aikylpiperazinyJ; 

hydroxyCLealkyloxyCLealkylpiperazinyiCi^alky]; 

(hydroxyC,. 6 alkyl)(C 1 . 6 alkyl)aimno;(hydroxyCi. 6 alky!)(Ci^alkyl)aminoCi. 6 alk^^ 
hydroxyCi. 6 a]kylaminoC t . 6 aikyl; diChydroxyCi^alkyOarainoQ.ealkyl; 

pyrrolidinylCi_ 6 alkyl; pyrrc>iidinylCi. 6 alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl 
substituted with two substituents selected from Cj^lkyl or trihaloCi.6alkyl; 
pyridinyl; pyridinyj substituted with C^alkyloxy, aryloxy or aryl; pyrimidinyl; 
tetrahydropyrimidmylpiperazinyl;tett^ 

quinolinyl; indolyl; phenyl; phenyl substituted with one, two or three substituents 
independently selected from halo, amino, nitro, Ci^alkyl, C^alkyloxy, 
hydroxyC]. 4 alkyl, trifluoromethyl, trifluoromethyloxy, hydroxyCMalkyloxy, 
C M alkylsulfonyl, Q^alkyloxyd^alkyloxy, Ci^alkyloxycarbonyl, 
aminoC M alkyloxy, di(C M alkyI)ajninoC 1 . 4 alkyloxy, di(C w alkyl)amino, 
di(Ci.4alkyl)aminocarbonyl, di(CMalkyl)aminoC M alkyl, 
di(Ci.4alkyi)aminoCi^alkylaminoCi.4aIkyl, 
di(C 1 . 4 alkyI)aniino(C M alkyl)aimno,di(Ci.4allcyl)amino(Ci^ 
diCCi^alkyOammoCMalkyKCMalkyOamino, 
di(Gi^alkyl)armnoC l . 4 alkyl(C M alkyl)aminoCi^a]kyl, 
aniinosulfonylainino(Ci^alkyl)amino, 
aminosulfonylamino(Cj.4alkyl)aminoCMalkyl, 
di(Ci.4alkyl)aminosulfonylamino(C M alkyl)amino, 
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di(Ci^a1kyl)ammosulfonylamino(Ci^alkyl)aminoCi-6alkyl, cyano, 
piperidinylCMalkyloxy,pyrrolidinylCj4alkyloxy, aminosulfonylpiperazinyl, 
aminosttlfonylpipejraanyiCMalkyU di(Ci^aikyi)aminosulfonylpiperazinyl, 
di(Ci^aIkyl)aminosulfonylpiperazinylC|4alkyJ, hydroxyCi^alkylpiperazinyl, 
hydroxyCi^alkylpiperazinylCi^alkyl, Ci^aikyloxypiperidinyi, 
Ci^alkyloxypiperidmylC^alkyl, hydroxyCualkyloxyCi^alkylpiperazinyl, 
hydroxyCi^alky!oxyCMalkyIpiperazinyICi.4alkyl r 

<hydroxyGi.4alkyl)(Cj4alkyl)amino, (hydroxyCi.4alkyl)(Cj^alkyI)arainoCi.4alkyl, 
di(bydroxyCi^alkyl)aniino, di(hydroxyCi.4alkyI)ammoC]^alkyI, furanyl, furanyl 
substituted with -CH=CH-C3H=CH-, pyirolidinylCi^alkyl, pyrrolidinyJCMalkyloxy, 
morpholinyl, morpholinylCi^alkyloxy, inorpbolinylCi^alkyl, 
morpholinylCMalkyiaminOt morpholinylCi^alkylaminoCi^alkyl, piperazinyl, 
Ci^alkylpiperazniyl, Cj^alkylpiperazinyJCualkyloxy, piperazinyICi-4alkyJ, 
CMalkylpiperazinylCt4a1kyl T Ci^alkylpiperaziny]Cj^aJkylarnino, 
Ci^alkyIpiperazinyiC w a!kylaminoCi. 6 alkyI,tetrahydropyrimidinylpipera^^ 
tetrahydfopyrinu<iinyIpipeiramy]Ci^ 
piperidinylaminoCi^alkylaTninoCi^alkyl, 
(CMalkylpiperidinyOChydroxyCMalkyOanunoCi^alkylamino, 
(Ci^alky!piperidinyl)(hydroxyCMalkyl)aminoCi4a1kyIaminoCi4alkyl, 
pyridinylCi^alkyloxy, 

hydmxyCi4alkylanuno, hydroxyCi.4aIkylaminoCi4alkyl» 
di(Cmalkyl)aminoCi4alkylamino, aminothtadiazolyl, 
aminosulfonyipiperazinyICi.4alkyloxy, or thiophenylCi^alkylamino; 
each R 5 and R 6 can be placed on the nitrogen in replacement of the hydrogen; 

aryl in the above is phenyl, or phenyl substituted with one or more substkuents each 
independently selected from halo, C]~6a]kyl» Ci^alkyloxy, trifluoromethyl, cyano or 
hydroxycarbonyl. 

260. The compound of claim 259 wherein each of R 2 , R 3 , and R 4 corresponds to R 12 , R 13 , and 
R 14 , respectively, in claim 259 wherein: 
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n is 0, 1 or 2; 
m is 0, 1 or 2; 

each Q is ; 
each X is nitrogen; 

R z is hydrogen; 

-L« is a bivalent radical selected from carbonyl, sulfonyl, or Ci^alkanediyl 
substituted with phenyl; 

j S a radical selected from (a-1), (a-20) or (a-43); 
each s is independently 0 or 1; 

each R 5 is independently selected from hydrogen or phenyl. 

261. The compound of claim 259 wherein each of R 2 r R 3 , and R 4 corresponds to R 12 , R 13 r and 
R 14 , respectively, in claim 259 wherein: 

n is 0, 1 or 2; 
m is I or 2; 

X is nitrogen; 
R 2 is hydrogen; 

• -L- is a bivalent radical selected from carbonyl or sulfonyl; 

is a radical selected from (a-1) or (a-20); 
i each s is independently 0 or 1; 

l each R 5 is independently selected from hydrogen or aryL 

262. The compound of claim 259 wherein each of R 2 , R 3 , and R 4 corresponds to R 12 , R 13 , and 
R 14 , respectively, in claim 259 wherein: 

t is 0; 
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R is hydrogen, hydroxy, amino, hydroxyC,. 6 alkyl, Chalky!, C]. 6 alkyloxy t 
ary]Ci. 6 aIkyl, aminocarbonyl, aminoCj. 5 alkyl, C M alkylaminoCi- 6 alkyi or 
di(Cj .galkyOaminoC! . 6 alkyl; 

-L- is a bivalent radical selected from C^alkanediyl, carbonyl or sulfonyl; 
— (a) 

^ is a radical selected from (a-i), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), 
(a-10), (a-11), (a-12), <a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), 
(a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32),' 
(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44), 
(a45), (a-46), (a-47), (a-48) or (a-51); 
each s is independently 0, 1 , 2, 3 or 4; 

R 5 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi. 6 aikyl; trihaloC,. 6 alkyloxy; 
Cj. 6 alkyl; Ci. 6 alkyloxy; C^alkylcarbonyl; Ct- 6 alkyloxycarbonyl; 
C,.<;alkylsulfonyl; hydroxyC,. 6 aIkyl; aryloxy; dKC.ealkyDamino ; cyano; 
tftiophenyl; furanyl; furanyl substituted with hydroxyCi. 6 alkyl; benzofuranyl; 
imidazolyl; oxazolyl ; oxazolyl substituted with aryl and C,. 6 alkyl; 
C^galkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; 

C|, 6 alkyimorpholmyl; piperazinyl; Ci^alkylpiperazinyJ; 

hydroxyC^alkylpiperazinyl; Ci. 6 alkyloxypiperidinyl; pyrazoly; pyrazolyl 

substituted with one or two substituents selected from Ci. 6 alkyl or trihaloCi^alkyl; 

pyridinyl; pyridinyl substituted with Ci. 6 alkyloxy, aryloxy or aryl; pyrimidinyl; 

quinolinyl; indole; phenyl; or phenyl substituted with one or two substituents 

independently selected from halo, Ci. 6 alkyl, Ci_ 6 alkyloxy or trifluoromethyl; 
R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi. 6 alkyl; trihaloC,.6alkyloxy; 

Ci-6alkyl; Ci. 6 alkyloxy; Cmsalkylcarbonyl; Cj^lkyloxycarbonyl; 

Ci. 6 aIkylsulfonyl; hydroxyC!. 6 alkyl; aryloxy; dj(C^alkyl)amino; cyano; pyridinyl; 

phenyl; or phenyl substituted with one or two substituents independently selected 

from halo, Chalky!, d^alkyloxy or trifluoromethyl. 
263. The compound of claim 259 that is selected from one of 
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p2) , O 

£ V-N-C-- 

wherein <X>, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with claim 1. 

264. The compound of claim 259 R\ R 2 , R 3 , and R 4 are all H. 

265. A compound according to claim 259 for use in inhibting histone deacetylase. 

266. A compound according to calim 259 for use in treatment of a disease selected from the 
group consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

267. The compound of claim 266, wherein said treatment is effected by inhibiting histone 
deacetylase. 

268. The compound of calim 266, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

269. The compound of claim 266, wherein said cell proliferative disease is cancer. 

270. The compound of claim 269, wherein said cancer is a solid tumor cancer. 

271. The compound of claim 269, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

272. A pharmaceutical composition comprising a compound according to claim 259 and a 
pharmaceutically acceptable carrier. 

273. The pharmaceutical composition of claim 272 further comprising a nucleic acid level inhibitor 
of histone deacetylase. 

274. The pharmaceutical composition of claim 273, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone deacetylase. 

275. The pharmaceutical composition of claim 274, wherein said antisense oligonucleotide is 
selected from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, SEQ ID 
No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No: 10, SEQ ID No:ll, SEQ ID 
No:12, SEQ ID No:13, SEQ ID No;14, SEQ ID No:15, SEQ ID No:16, and SEQ ID No:17. 

276. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 259. 
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277. A method of treating an individual having a disease selected from the group consisting of a 
cell proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition of 
claim 272. 

278. A method of treating an individual having a disease selected from the group consisting of a 
cell proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition of 
claim 273. 

279. The method of claim 277, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

280. The method of claim 277, wherein said cell proliferative disease is cancer. 

281. The method of claim 280, wherein said cancer is a solid tumor cancer. 

282. The method of claim 281, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

283. The method of claim 278, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

284. The method of claim 278, wherein said cell proliferative disease is cancer. 

285. The method of claim 284, wherein said cancer is a solid tumor cancer. 

286. The method of claim 285, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

287. A compound of the formula: 




or a pharmaceutical^ acceptable salt thereof, wherein 
Ois -NH 2 or -OH; 
R 1 is H or as defined in claiml; 
R 2 , R 3 , and R 4 are as defined in claim 1; * 
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Zis-NH-, -0-or-CH 2 -; 



R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, 

heterocyclyl, C 3 -C 8 -cycloalkyl, heteroaryl, C r C r akyl, haloalkyl, Ci-C r alkenyl, C r C r alkynyl, d-Cr 
acyl, d-Cralkyl-aryloxy, d-Cr-alkyl-arylsulfanyl, d-fValkyl-arylsulfinyl, d-C7-alkyk>rylsulfonyl, 
Ci-Cr-alkyl-arylaminosulfonyl, Ci-C7-alkyl-arylamine, Ci-C r alkynyl-C(0)-amine, C r C r alkenyl-C(0)- 
amine, C r C r alkynyl-R 9 , C r C r alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, C r C r alkyl or 
Ci-Cralkoxy; 

R 12 is hydrogen, hydroxy, amino, hydroxyCi. 6 aJkyl, C^alkyl, Ci. 6 alkyioxy, 
arylCi^alkyl, aminocarbonyl, hydroxycarbonyl, aminoCi^alkyl, 
aminocarbonyICi.6allcyl, hydroxycarbonylCj. 6 alkyl, hydroxyaminocaibonyl, 
e^alkyloxycarbonyl, C 1 . 6 alkylaimnoCt. 6 alky] or di(^ 6 alkyl)ammoC 1 _ 6 alkyl; 

-h- is a bivalent radical selected from -NR 9 C(0)-, -NR 9 S0 2 - or -NR 9 CH 2 - 
wherein R 9 is hydrogen, Chalky!. C3-iocycloalkyl, hydroxyCi^alkyl, 
C^alkyloxyCi-ealkyl or di(Ci- 6 alkyl)aminoCi.6alkyI; 





(a-2) 
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trihaloCi^alkyl; trihaloCi-salkyloxy; Ci^allcyl; Ci^alkyl substituted with aryl and 

C 3 .. I0 cycloalky]; Ci^alkyloxy; Ci^alkyloxyCi^alkyloxy; Ci^alkylcarbonyl; 

Ci^alkyloxycarbonyl; Cj^alkylsulfonyl; cyanoCi^alkyl; hydroxyC w alkyl; 

hydroxyCi^alkyloxy; hydroxyCi^alkylamino; aminoCi^alkyloxy; 

di(Ci^alkyl)aminocarbonyl; di(hydroxyCi.6alkyl)amino; (aryl)(Ci-6alkyl)amin.o; 

diCC^e^kyOamiiioCi.ealkyloxy; di(Ci.6alkyl)aminoCi.6alkylamino; 

diCCt^alkyOaminoCi^alkylanunoCi^alkyl; arylsulfonyl; arylsulfonylamino; 

aryloxy; aryloxyC^alkyl; aiylC^alkenediyl; di(Ci.6alkyl)amino; 

di(Ci_6alkyl)aniinoCi.6alkyl; di(Ci.6all^l)amino(Ci.6alkyl)amino; 

di(Ci.6alkyl)anrino(C^ 

di(Ci.6alkyl)amiaoCi^aI^ 

di(Ci, 6 alkyl)aminoC^ 

aiidnosulfonylamino(Ci^alk)4)atmno; 

aimnosulfonylaimno(^ 

di(Ci^aIkyl)acoinosulfonylaim 

di(Ci-6alkyl)anrinosulfo^^ cyano; thiophenyl; 

thiophenyl substituted with cfc(Ci_ 6 alkyl)an^oCi^al^^ 
di(Ci-6a!kyl)aminoCi^alkyl, Ci-ealkylpiperazinylCi^alkyl, 
hydroxyCx^alkylpiperazinylCi-galkyl, 
hydroxyCi^alkyloxyCiHsalkylpiperazinylCi-ealky], 
di(Ci.6aIkyI)a3MinosulfonyIpiperazinyICi^alkyl, 

Ci^alkyloxypiperidinyl, Ci^ealkyloxypiperidinylCi-ealkyl, moipholinylCi^alkyl, 
hydroxyCi^alkylCCi^jal]^ or diChydroxyCi^alky^aiiiiBoC^ealkyl; 

fraanyl; furanyl substituted with hydroxyCi^alkyl; benzofuranyl; imidazolyl; 
oxazolyl; oxazolyl substituted with aryl and Ci^alkyl; Ci^alkyltriazolyl; tetrazolyl; 
pyrrolidinyl; pyrrolyl; piperidinylCi-ealkyloxy; morpholmyl; Ci^alkylmoi^bolinyl; 
morpholinylCi^alkyloxy; 
morphoIinylCi^allcyli moipholinylCi-ealkylamino; 
moipholmylCi. 6 alkylaii]dnoCi.6alkyl; piperazinyl; Ci^alkylpiperazinyl; 
Ci. 6 ancylpiperazinylCi-6alkyIoxy;piperazinylCi.6al^ 

naphtalenylsulfonylpiperazinyl; naphtalenylsulfonylpiperidinyl; naphtalenylsulfonyl: 
Ci^alkylpiperazinylCi^alkyl; Ci^alkylpiperazinylCi^alkylainiiio; 
Ct^alkylpiperazinylCt^alkylaiirinoCi^alkyl; Ci^alkylpiperazinylsulfonyl; 
aminosutfonylpiperaz^ 
aiirinosiilfonylpiperazinyl^ 
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di(C 1 . 6 all^])aminosulfonylpiperazinylC 1 . 6 alkyl;hydroxyC].6aUcylpiperazinyl; 
hydroxyCi.6ar^lpipera2anylCi. 6 alkyl;Ci.6alkyIoxypiperidiiiyl; 
Ci^alkyloxypiperidmyiq.galkyl; piperidinylaminoC^alkylamino; 
piperidinylaminoC ] . 6 all£ylaminoCi. 6 a]lcyJ; 

(C 1 . 6 alkylpiperidiayl)(hydroxyC^6a]kyl)aminoCl. 6 aUcylami^C); 

(Ci-6alkylpiperidinyl)(hy<lroxyCi^ 

hydroxyCi^alkyloxyCj. 6 alkyIpiperaziny]; 

hydroxyC w alkyloxyC 1 ^ s alkylpiperazinylCi. 6 a]kyI; 

(hyoioxyCi^alkyl)(Ci^alkyl)au^^ 

hydroxyCi^aUcylaminoCi^lkyl; di(hydroxyCi^alkyI)aminoCi. 6 alkyl; 
pyiroIidinylCi.ealkyl; pyirokdinylC^alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl 
substituted with two substituents selected from Chalky] ortrihaloCi.<#lky]; 
pyridmyl; pyridinyl substituted with C^alkyloxy, aryloxy or aryl; pyrimidinyl; 
tetrahydropyrinMnylpiperaz^ 

quinolinyl; indole; phenyl; phenyl substituted with one, two or three substituents 
independently selected from halo, amino, nitro, C^alkyl, CKjalkyloxy, 
hydroxyC w alkyl, trifluoromethyl, trifluoromethyloxy, hydroxyCMalkyloxy, 
Ci. 4 alkylsulfonyl, C M alkyloxyC 1 ^alkyloxy, C w alkyloxycarbonyl, 
aminoC M alkyloxy, diCQwtalkyOanunoCi^alkyloxy, di(Ci4alkyl)ainino, 
diCC^alky^aminocarbonyl, di(C M alkyl)aminoCi^alkyl, 
diCCi^ky^aminoCMalkylaminoCx^alkyl, 
di(Ci^al!cyl)amino(C w alkyl)^ 
di(Ci^alk7l)anunoC M alkyl(Ci4alk>'l)amino, 
diCCi^al^aminoCMdkyKCi^alky^aminoCi^alkyl, 
aminosulfonylamino(Ci^alkyl)ainino, 
aminosuJfonylajninoCCi^alkyOaminoCi^alkyl, 
di(C w allcyl)aminosulfonylamino(Ci^alkyl)amino, 
di(C M all^l)aminosulfonylanuno(Ci^a]kyl)aminoCi^alkyl,cyano ) 
piperidinylC M alkyloxy, pyirolidinylC M alkyloxy, ammosulfonylpiperazinyl, 
aminosulfonylpiperazinylCmalkyl, di(C w alkyl)aniinosulfonylpipera2inyl, 
#(Cwalkyl)aiiunosuIfonyIpipe^ 

hydroxyC w alkylpiperazinylCMalkyl, Ci^alkyloxypiperidinyl, 
Ci^alkyloxypiperidmyIC M allcyl,hy^ 
hydroxyC M a]kyloxyCi.4alkylpiperazinylC w alkyl, 
(hydroxy^ 4 alkyl)(C M alkyl)an^ 

di(hydroxyCj.4a]kyl)amino, dl(hydroxyC M alkyl)aminoC w a]lcyl, furanyl, furanyl 
substituted with -CH=CH-CH=CH-, pyrrohdinylCMalkyl, pytrolidinylC 1 . 4 alkyloxy 1 
morpholinyl, morpholinylCMalkyloxy, morpholinylC^alkyl, 
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moipholmylCi^alkylammo, moipholmylCi^alkylaniinoCi^alkyl, piperazinyl, 

C^alkylpiperazinyl, Ci.4aIkyipiperazmylCi.4altyloxy, piperazinylCi^alkyl, 

Ci^alkylpiperaziiiylCi^alkyl, Ci.4alkylpiperazinylCi.4alkylamino, 

Ci.4alkylpipBrazinylCi_4alkyIaminoCi.6alkyl, tetrahyciropyriiniclinylpiperaziiiyl, 

tetrahyotopyiimimnylpipera^ 

piperidinylairunoCi„4alkylamiBoCi4alkyl ;) 

(Ci.4dkylpiperidiny])(hydn)xyCMalkyl)amiiioCMalkylamino, 

(Ci_ 4 all^lpipeiidinylXhydroxyCM^^^ 

pyiidinylCi^alkyloxy, 

hydroxyCi^alkylamino, hydioxyCwalkylamiiioCi^alkyl, 
di(Ci4alkyl)aminoCi^alkylamino, aminothiadiazolyl, 
aminosulfonylpipera23nylCiwtalkyloxy> or tMophenylCi^alkylamino; 
each Ic and R can be placed on the nitrogen in replacement of the hydrogen; 

aryl in the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, Q^alkyl, Ci^alkyloxy, trifluoromethyl, cyano or 
hydroxycarbonyl. 

288. The compound of claim 287 wherein each of R 2 , R 3 , and R 4 corresponds to R 12 , R 13 , 

and R 14 , respectively, in claim287 wherein: 
tisOorl; ^ / 



is a radical selected from (a-1) or (a-20); 
each s is independently 0 or 1; 

each R 5 is independently selected from hydrogen or phenyl. 

289. The compound of claim 287 wherein each of R 2 , R 3 , and R 4 corresponds to R 12 , R 13 , and 
R 14 , respectively, in claim287 wherein: 




X is nitrogen; 
is hydrogen, hydroxy, Chalky!, or arylCi. 6 alkyl; 



-L- is a bivalent radical selected from -NHC(0> or -NHSO2-; 
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X is nitrogen; 
. Y is nitrogen; 
Zis -O-or-CH-r; 
R 12 is H; 

-L- is a bivalent radical selected from -NHC(0>- or -NHS<V; 

— (a) 

v - / is a radical selected from (a-1) or (a-20); 
each s is independently 0 or 1; 

each R 5 is independently selected from hydrogen or phenyl. 

290. The compound of claim 287 wherein each of R 2 , R 3 , and R 4 corresponds to R 12 , R 13 , and 

R 14 , respectively, in claim 287 wherein: 

tisO; 

R 12 is hydrogen, hydroxy, amino, hydroxyCi.6alkyl, Chalky!, C 3 . 6 alkyloxy, 

arylQ-galkyl, aminocarbonyl, aminoCi.galkyl, Ci^aEkylaminoCi^allcyl or 
di(Ci. 6 alkyl)aminoCi^alkyl; 

-L- is a bivalent radical selected from -NHC(O)- or -NHSO2-; 

—(a) 

W is a radical selected fr om (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), 
(a-10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), 
(a-21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), 
(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), <a-40), (a-41), (a-42), (a-44), 
(a-45), (a-46), (a-47), (a-48) or (a-51); 
each s is independently 0, 1, 2, 3 or 4; 
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5 

R is hydrogen; halo; hydroxy; amino; nitro; trihaloCi^alkyl; trihaloCj^alkyloxy; 
Ci^alkyl; Ci_ 6 alkyloxy; Cj^alkylcarbonyl; Ci-<$alkyloxycaibonyl; 
C^alkylsulfonyl; hydroxyCi^alkyl; aryJoxy; di(Ci.salkyl)amino; cyano; 
thiophenyl; furanyl; furanyl substituted with hydroxyCi^alkyl; benzofuranyl; 
imidazolyl; oxazolyl; oxazolyl substituted with aryl and Ci^alkyl; 
Ci.galkyitriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyi; 
Cj^alkylmorpholinyl; piperazinyl; 
Ci.6allQflpiperazinyl;hydroxyCi. 6 alkyJpiperazmyl; 
Ci. 6 alkyloxypiperidinyl; pyrazoly; pyrazolyl substituted with one or two 
substituents selected from Ci. 6 alkyl or trihaloCi-galkyl; pyridinyl; pyridhiyl 
substituted with Ci^alkyloxy, aryloxy or aryl; pyrimidinyl; quinolinyl; indole; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Ci- 6 alkyl, Ci. 6 alkyloxy or hifluoromethyl; 

R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloC^galkyl; trihaloCi. 6 alkyloxy; 
Ci^alkyl; Ci^alkyloxy; Ci.galkylcarbonyl; C^alkyloxycarbonyl; 
Cj. 6 aIkylsu!fonyl; hydroxyCi^alkyl; aryloxy; dCC^galky^amino; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Ci^alkyl, Ci.galkyloxy or trifluoromethyl. 

291. The compound of claim 287 wherein each of R 2 , R 3 , and R 4 corresponds to R 12 , R 13 , and 
R u , respectively, in claim 287 wherein: 

R 3 and R 4 are each independently selected from hydrogen, hydroxy, 
hydroxyCi^alkyl, ammoQ^alkyl oraminoaryl; 

— (a) 

^ is a radical selected from (a-1), (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), 
(a-9), (a-10), (a41), (a-12), (a-13), (a-14), (a-15), (a-16), (a-17), (a-18), (a-19), 
(a-20), (a-21), (a-22), (a~23), (a-24), (a-25), (a-26), (a-27), <a-2S), (a-29), (a-30), 
(a-31), (a-32), (a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), 
(a-42)(a-43)or(a-44); 

each R s and R e are independently selected from hydrogen; halo; hydroxy; amino; 
nitro; trihaloCj^kyl; trihaloCi. 6 alkyloxy; Ci. 6 aJkyl; Cj. 6 alkyioxy; 
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C 1 . 6 alkyloxyC 1 .ealkyloxy; Ci_ 6 alkylcarbonyl; Ci^alkylsulfonyl; cyanoC^alkyl; 
hydroxyC^alkyi; bydroxyCi- 6 alkyloxy; hydroxyd^alkylamino; 
aminoCj^lkyloxy; di(Ci_ 6 alkyl)aminocarbonyl; di(hydroxyCi- 6 alkyl)amino; 
arylCi^alkyI)amino; di(Ci^aUcy])aminoC^6alkyloxy; 
di(Ci. 6 aUcyl)aniiiioCi. 6 alkylamino; arylsulfonyl; arylsulfonylamino; aryloxy; 
aryIC2-6alkenediyl; di(C].6alkyl)amino; 

di(Ci^alkyl)aminoCi.6alkyl; diCCi^alkyOaminoCi^alkylCC^galkyOaniinoCi^alkyl; 
cyano; thiophenyl; thiophenyl substituted with 

di(Ci-$alkyl)aminoCi.6a^^ diCCi^alkyOaminoCj^allcy], 
Ci^ealkylpiperazmylCi^alkyl or di(hydroxyCi^alkyl)aminoCi^alkyl; furanyl; 
imidazolyl; Ci.ealkyltriazolyl; tetrazolyl; pyrroKdinyl; piperidinylCt^alkyloxy; 
morpholinyl; Cj.eallcylmoxpholinyl; moapholinylCi.galkyloxy; 
morpholinylCi^alkyl; Ci_$alkylpiperazinyl; Ci^alkylpiperazuiylQ^allyloxy; 
Ci.6alkylpiperaziny^^ 

aminosulfonylpiperazinylCi^alkyloxy; aminosulfonylpiperazinyl; 
aminosulfonylpiperazinylCi^alkyl; di(Ci. 6 aJkyl)aioi3iosulfonylpiperazinyl; 
cU(^6alkyl)aminosul^^ 

hydroxyCi. 6 aikylpiperaziiiylCi.6aIkyl; Ci^alkyloxypiperidinyl; 
Ci^alkyloxypipericknyl^^ 
hydroxyCi^alkyloxyCi^alkylpiperazinylCi^alkyl; 
(hydroxyCi. 6 a]kyl)(^6 

pyrrolidinylCi. 6 alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl substituted with two 
substituents selected from Ci. 6 alkyl ortrihaloCj. 6 alkyl; pyridinyl; pyridinyl 
substituted with Ci. 6 alkyloxy or aryl; pyrimidinyl; quinolinyl; indole; phenyl; phenyl 
substituted with one, two or three substituents independently selected from halo, 
amino, Ci^alkyl, Ci^alkyloxy, hydroxyCi^alkyl, trifluoromethyl, 
trifluoromethyloxy, hydroxyCi^alkyloxy, Cj^alkyloxyCj^alkyloxy, 
aminoCi. 4 alkyloxy > di(Ci^aIl^l)aininoCi.4aIkyloxy, di(Ci«4alkyl)amino, 
di(Ci. 4 alkyl)aininoCMalkyl, di(Ci. 4 alkyl)aminoC w aI^ 
piperidinylCMallcylo^y> pyrrolidinylCi^alkyloxy, aminosulfonylpiperazinyl, 
aminosulfonylpiperazinylCi^alkyl, d^(Ci^alkyl)aminosulfonylpipera2inyi, 
di(Ci.4alkyl)aminosulfonylpiperazin^^ 
hydroxyCi^alkylpiperazinylCx^alkyl, Ci^alkyloxypiperidinyl, 
Ci^alkyloxypiperidinylCi^alkyl, hydroxyC M alkyloxyCi^alkylpiperazinyl t 
hydroxyCj^alkyloxyCi^alkylpiperazinylCMalkyl, 

(bydroxyCMalkyl)(CMalkyl)amino, (hydroxyCi^alkylXCMalkylJamino^^allQi, 
pyirolidinylCi^alkyloxy, moipholinylCi^alkyloxy, morpholinylCi^alkyl, 
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C^alkylpiperaziny], Ci^alkylpiperazinylCi^alkyloxy, 

Ci^alkylpiperazinylCi^alkyl, hydroxyCMalkylarnino, di(hydroxyCj4aUcyl)amino, 
di(Ci^alkyl)aaainoCi.4alkylamino, aminothiadiazolyl, 
aininosulfonylpiperazinylCi4aIkyloxy, or thiophenylCi^alkylamino. 
292. The compound of claim 287 that is selected from one of 
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wherein the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 




wherein <£, R 1 , R 2 f R 3 , and R 4 are as defined in accordance with claim 1. 

293. The compound of claim 287 wherein R 1 , R 2 , R 3 , and R 4 are all H. 

294. A compound according to claim 287 for use in inhibting histone deacetylase. 

295. A compound according to calim 287 for use in treatment of a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease, 

296. The compound of claim 295, wherein said treatment is effected by inhibiting histone 
deacetylase. 

297. The compound of calim 295, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

298. The compound of claim 295, wherein said cell proliferative disease is cancer. 

299. The compound of claim 398, wherein said cancer is a solid tumor cancer. 

300. The compound of claim 298, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

301. A pharmaceutical composition comprising a compound according to claim 287 and a 
pharmaceutical^ acceptable carrier. 

302. The pharmaceutical composition of claim 301 further comprising a nucleic acid level inhibitor of 
histone deacetylase. 

303. The pharmaceutical composition of claim 302, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

304. The pharmaceutical composition of claim 303, wherein said antisense oligonucleotide is 
selected from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID IMo:3, SEQ ID No:4, 
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SEQ ID No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID 
No:ll, SEQ ID No:12, SEQ ID No:13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID 
No:17. 

305. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 287. 

306. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 301. 

307. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 302. 

308. The method of claim 306, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

309. The method of claim 306, wherein said cell proliferative disease is cancer. 

310. The method of claim 309, wherein said cancer is a solid tumor cancer. 

311. The method of claim 310, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

312. The method of claim 307, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

313. The method of claim 30, wherein said cell proliferative disease is cancer. 

314. The method of claim 313, wherein said cancer is a solid tumor cancer. 

315. The method of claim 314, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

316. A compound of the formula: 
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R 2 \ , O ( ? ll)m (f f l2)n 

rA 

or a pharmaceutically acceptable salt thereof, wherein 
<f is -NH 2 or -OH; 
R 1 is H or as defined in claim 1; 
R 2 , R 3 , and R 4 are as defined in claim 1; 

Ring A is a heterocyclyl, wherein if said heterocyclyl contains an -NH- moiety that 
nitrogen may be optionally substituted by a group selected from G; 

R 11 is a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, oxo, 
trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, 
Ci^alkyl, C2^alkenyl, C^alkynyl, Ci^alkoxy, C^alkanoyU Ci^alkanoyloxy, 
^-(Gi.eallcy^arnino, JV;i^(C3^alkyl)2ainino 3 Ci^alkanoylamino, JV-(C|^alkyl)carbamoyl, 
tyAKC^alkyl^carbamoyl, Ci^alkylS(0) a wherein a is 0 to 2, Ci-sallcoxycarbonyl, 
iV-(Ci.6alkyl)sulphamoyl, i^AKQ^tyDasulphamoyl, aryl, aryloxy, arylCi^alkyl, 
heterocyclic group, (heterocyclic group)Ci-<;alkyl or a group (D-E-); wherein R\ including 
group (D-E-), may be optionally substituted on carbon by one or more V; and wherein, if said 
heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted by a 
group selected from J; 

V is halo, nitro, cyano, hydroxy, oxo, trifluoromethyl, trifluoromethoxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, Ci^alkyl, C2^alkenyl, C2^allcynyl, Cmjalkoxy, 
Cj.6aIkanoyl, Ci^alkanoyioxy, i\r-(^6alkyl)amino, iy;AT-(Ci. 6 alkyl)2aniino, 
Ci^alkanoylamino, JV-(Ci.6alkyl)carbamoyl, iV,iV-(Ci.6alkyl)2carbamoyl t Ci-6allcylS(0) a 
wherein a is 0 to 2, Q^alkoxycarbonyl, AKQ. 6 alkyl)sulphamoyl, iV^-CC^alky^^sulphamoyl 
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or a group (D'-E*-); wherein V, including group (D'-E'-), may be optionally substituted on 
carbon by one or more W; 

W and Z are independently selected from halo, nitro, cyano, hydroxy, oxo, 
trifluoromethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, 
d^alkyl, C^alkenyl, C 2 ^<ynyl Ci^allcoxy, C^alkanoyl, Q^alkauoyioxy, 
jV-(Ci^alkyl)ammo, AyV-(Ci. 6 allcyl)2amino, Ci^alkanoylammo, i^»(Ci^alkyl)carbamoyl, 
MiV-(C 1 . 6 allcyI) 2 carbamoyl > Ci. 6 alkylS(0) a wherein a is 0 to 2, Q^alkoxycarbonyl, 
JV-(Ci^alkyl)sulphamoyl or i^A^C^alkyl^sulphamoyi; 

G, J and K are independently selected from Chalky!, Ca-salkenyl, G^allcynyl, 
Ci^alkanoyl, Ci. 8 alkylsulphonyl, Ci-salkoxycarbonyl, carbamoyl, //-(Ci.8alkyl)carbamoyl, 
MiV-(Ci^alkyl)carbamoyl, benzyloxycarbonyl, benzoyl andphenylsulphonyl, aryl, 
arylCujalkyi or (heterocyclic group^ealkyl; wherein G, J and K may be optionally 
substituted on carbon by one or more Q; and wherein if said heterocyclic group contains an - 
NH- moiety that nitrogen may be optionally substituted by a group selected from hydrogen or 
Ci, 6 alkyl; 

Q is halo, nitro, cyano, hydroxy, oxo, trifluoromethyl, trifluoromethoxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, Q^aDcyl, C^alkenyl, C 2 -6alkynyl, Ci^alkoxy, 
Ci^allcanoyl, C N6 allcanoyloxy, A^(Ci^allcyl)amino, AWC 1M5 alkyl) 2 amino, 
Ci^alkanoylamino, A^Cd^alky^carbamoyl, iViiV-CCv^alkylHcarbamoyl, C 3 .6alkylS(0)a 
wherein a is 0 to 2, Ci^alkoxycarbonyl, Ci^alkoxycarbonylamino, iY-(Ci^alkyl)sulphamoyl, 
MAKCi^alkyl^sulphamoyl, aryl, aryloxy, arylCi^alkyl, arylC^alkoxy, heterocyclic group, 
(heterocyclic group)Ci. 6 alkyl, (heterocyclic group)Ci. 6 alkoxy, or a group (D M -E* wherein Q, 
including group (U ~E"-)> may be optionally substituted on carbon by one or more Z; 

D, D' andD" are independendy selected from Chalky], C^allcenyl, C^alkynyl, 
C 3 .8cycloalIcyl, Ca-scycloalkylCi^alkyl, aryl, arylCi^alkyl, heterocyclic group, (heterocyclic 
group)Ci.6alkyl; wherein D, D' and D" may be optionally substituted on carbon by one or 
more F; and wherein if said heterocyclic group contains an -NH- moiety that nitrogen may be 
optionally substituted by a group selected from K; 

E, E' and E" arc independendy selected from -N(R a >, -O-, -C<0)0-, -OC(O)-, 
-C(0>, -N(R a )C(0)-, -N(R a )C(0)N(R b h -N(R Q )C(O)0-, -OC(0)N(R% -C(0)N(R a K 
-S(0) r , -SO^CR*)-, -N(R a )S0 2 -; wherein R a andR b are independently selected from hydrogen 
or Ci^alkyl optionally substituted by one or more F and r is 0-2; 
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F and F ? are independently selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 
trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, Ci^alkyl, C^alkenyl, 
C2.6all<ynyl, Cj^allcoxy, C^alkanoyl, Ci^alkanoyloxy, AT-(Ci^alkyl)aHiino, 
iY,iV-(Ci.6allcyl)2amino, Ci^alkanoylammo, AKCi-cdkyl)carbamoyl, 
i\r 7 iV-(Ci^allcyl)2carbamoyl ) Ci.<saHcylS(0) a wherein a is 0 to 2, Ci^alkoxycarbonyl, 
AKCi^alkyl)sulphamoyl and iV,A r -(Ci,6alkyl)2Sulphamoyl; 

m is 0, 1, 2, 3 or 4; wherein the values of R 1 may be the same or different; 

Ring B is a ring selected from 



wherein, 

X 1 and X 2 are selected from CH or N, and 

Y\ Y 2 3 Y 3 and Y 4 are selected from CH or N provided that at least one of Y 1 f Y 2 , Y 
and Y 4 is N; 
R 12 is halo; 

n is 0, 1, or 2 , wherein the values of R 12 are the same or different. 
317. The compound of claim 316 wherein 

# Riag A is a pyridyl, quinolyl, indolyl, pyrimidinyl, morpholinyl, piperidinyl, 
piperazinyl, pyridazinyl, pyrazinyl, thiazolyl, thienyl, thienopyrimidinyl, tbienopyridinyl, 
purinyl, l'^^'^'-tetrahydropyridinyl, triazinyi, oxazolyl, pyrazoly], or furanyl; wherein if 
Ring A contains an -NH- moiety that nitrogen may be optionally substituted by a group 
selected from G. 

• Ring B is thienyl, thiadiazolyl, thiazolyl, pyrimidyU pyrazinyl, pyridazinyl or pyridyl. 



Ring B is thienyl or pyridyl wherein both the thienyl and the pyridyl are attached to 
Ring A in the 2-position of the thienyl or pyridyl ring and to the amide group of formula (I) in 
the 5-position of the thienyl or pyridyl ring. 




or 
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r 11 is halo, amino, Ci^alkyl, Ci^alkoxy, Ci.salkanoyloxy, iV-CC^alkytyamino, 
M^(Ci.3a]kyl) 2 amhio, C 1 . 3 alkanoylamino, ^(^aiky^carbamoyl, 
MiV-(Ci. 3 allcyl)2carbamoyL 

• or 

# R 11 is a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, oxo, 
trifluorornethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, 

Ci^allcyl, C 2 ^allcenyl, C^alkynyl, C^alkoxy, Ci^alkanoyl, Ci^alkanoyloxy, 
N-(Ci.6aUcyl)amino, TV; j\KCi-6alkyl)2ainino, Ct^alkanoylamino, A^Ci-6alkyl)carbamoyl, 
#,iV-(Ci^alkyl)2carbamoyl, Ci.6alkylS(0) a wherein a is 0 to 2, Ci^aikoxycarbonyl, 
^-(Ci.6alkj'l)suIphamoyl, jV^-(Ci^alkyl)2Sulphamoyl,.aryl, aryloxy, arylCi^alkyl, 
heterocyclic group, (heterocyclic group)Ci^alkyl or a group (D-E-); wherein R\ including 
group (D-E-), may be optionally substituted on carbon by one or more V; and wherein, if said 
heterocyclic group contains an ~NH- moiety that nitrogen may be optionally substituted by a 
group selected from J; 
V is halo, nitro, cyano, hydroxy, oxo, trifluorornethyl, trifluoromethoxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, Ci^aBcyl, C^alkenyl, C2-6alkynyl, C^alkoxy, 
Ci^alkanoyl, Ci^alkanoyloxy, AT-(Ci.6alkyi)amino,iW<Ci^allcyl)2amino, 

Cj^alkanoylamino, iV-(Ci^alkyl)carbamoyl,iV;^-(Ci^allcyl)2carbamoyl, C 1 . 6 alkylS(0) a 
wherein a is 0 to 2, Cj^alkoxycarbonyl, W-(Ci.6alkyl)sulphamoyl, iV,AHCi^a]lcyl)2Sulphamoyl 
or a group (D'-E'-); wherein V, including group (D^E'-), may be optionally substituted on 
carbon by one or more W; 

W and Z are independently selected from halo, nitro, cyano, hydroxy, oxo, 
trifluorornethyl, trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulpharnoyl, 
Chalky!, C 2 ^allcenyl, C^alkynyl, e^alkoxy, Ci^alkanoyl, Ci^alkanoyloxy, 
JV-(Ci^aftyl)amino, A/,iV-(Ci.(5alIcyl)2amino, Ci- 6 aUcanoylamino s /^(Ci^alky^carbamoyl, 
^-(Ci. 6 alkyl)2carbamoyl, Ci^alkylS(0) a wherein a is 0 to 2, C^alkoxycarbonyl, 
^(C^alkyl)sulphamoylorA^iV<Ci^alkyl)2Sulphamoyl; 
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G, J and K are independently selected from Ci^alkyl, C 2 .galkenyl, C^gallcynyl, 

C^alkanoyl, d. 8 alkylsulphonyl, Ci- 8 alkoxycarbonyl, carbamoyl, iV-(Ci.8alkyl)carbamoyl, 

» 

MiV-(Ci. 8 alkyl)carbamoyl, benzyloxycarbonyl, benzoyl and phenylsulphonyl, aryl, 
arylC^alkyl or (heterocyclic group)Ci-6alkyl; wherein G, J and K may be optionally 
substituted on carbon by one or more Q; and wherein if said heterocyclic group contains an - 
NH- moiety that nitrogen may be optionally substituted by a group selected from hydrogen or 
Ci^alkyl; 

Q is halo, nitro, cyano, hydroxy, oxo, trifiuoroxnethyl, trifluoromethoxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, C^aUcyl, C 2 -6alkenyl, C 2 ^alkynyl, Ci. G alkoxy, 
Cj^alkanoyl, Ci^alkanoyloxy, A'-(Ci-6allcyl)amino, M^(C 3 .6allcyI) 2 amino, 
Ci-fialkanoylamino, iHC^alkyl)carban^ Ci. 6 aHcylS(0) a 
wherein a is 0 to 2, Ci^alkoxycarbonyl, Ci^alkoxycarbonylamino, AKCi-6alkyl)sulphamoyl, 
iy,i^(Ci. 6 allcyl)2Sulphamoyl, aryl, aryloxy, arylCi. 6 alkyl, arylC^alkoxy, heterocyclic group, 
(heterocyclic group)Cj-6allcyl, (heterocyclic group)Ca^alkoxy, or a group (D"-E"-); wherein Q, 
including group (D'VE"-), may be optionally substituted on carbon by one or more Z; 

D, D' and D" are independently selected from Cj. 6 alkyl, C^alkenyl, C 2 -<5alkynyl, 
C 3 . 8 cycloaIkyl, Cs-^cloalkylCi^alkyl, aryl, arylCi^alkyl, heterocyclic group, (heterocyclic 
group)Ci^alkyl; wherein D, D' andD" may be optionally substituted on carbon by one or 
more F; and wherein if said heterocyclic group contains an -NH- moiety that nitrogen may be 
optionally substituted by a group selected from K; 

E, E' and E* ' are independently selected from ~N(R a >, -O-, -C(0)0-, -OC(OK -C(0)-, 
~N(R a )C(0)-, -N(R a )C(0)N(RV ~N(R a )C(0)0-, -OC(0)N(R a )-, -C^NCR 2 )-, -S(0) r , 

-S0 2 N(R a )-, -N(R a )S0 2 -; wherein R a and R b are independently selected from hydrogen or 
Ci^alkyl optionally substituted by one or more F and x is 0-2; and 

F and F are independently selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 
trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, Ci^alkyl, C 2 ~6alkenyl, 
C^alkynyl, Cj^alkoxy, C^alkanoyl, Ci.6allcanoyloxy,iV-(Cj^alkyl)amino, 
^//-(Ci^alkyl^amino, Ci^alkanoylamino, JV-(Ci_<>alkyl)carbamoyl, 
tf,i\KCi*alkyl) 2 carbamoyU Ci.6alkylS(0) a wherein a is 0 to 2, Ci^alkoxycarbonyl, 
iV-(Ci.6alkyl)sulphamoyl and tf,iVKCi^alkyl) 2 sulphainoyL 

# m is 0, 1, 2, 3 or 4; wherein the values of R 11 are the same or different 
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• R 12 is halo. 

• n is 0, 1, or 2; wherein the values of R 12 are the same or different; 

318. The compound of claim 317 wherein 

• Ring A is pyridin-4-yl, pyridin-3-yl, pyridin-2-yl, quinolin-8-yl> pyriraidin-6-yl, 
pyrimidin-5-yl, pyrimidin-4-yl, morpholin-4-yl, piperidin-4-yU piperidin-3-yl, piperdin-2-yl, 
piperazin-4-yl, pyridazin-5-yl, pyrazin-tf-yl, thiazol-2-yl, thien-2-yl, thieno[3,2d]pyrimidinyl, 
thieno[3,2b]pyrimidinyl t thieno[3,2b]pyridinyl, purin-6-yl, r,2 , ,3 > ,6'-tetrahydropyridin-4"yl 

or triazin-6-yl; wherein if Ring A contains an -NH- moiety that nitrogen may be optionally 
substituted by a group selected from G, 

Ring B is thienyl, thiazolyl, pyrimidyl, pyrazinyl, pyridaziiiyl or pyridyL 

• R 11 is halo, amino, Ci^kyl or Ci^alkoxy. 

319. The compound of claim 317-wherein 

Ring A is pyridin-4-yl, pyridin-3-yl, pyridin-2-yl, morpholin-4-yl, piperidin-4-yl, 
piperidin-3-yl, piperdin-2-yl, piperazin-4-yl, thiazol-2-yl, tbien-2-yl, furan~3-yl, pyrrolidin-1- 
yl, piperidin-l-yl, triazol-l-yl or l^^SGMetrahydropyridin-^yl wherein if Ring A contains 
an -NH- moiety that nitrogen may be optionally substituted by a group selected from G. 

• Ring B Is thienyl or pyridyl. 

• R n is halo, amino, methyl or methoxy. 

320. The compound of claim 3 1 7 wherein 

Ring A is a pyridyl, pyrimidyl, morpholinyl, piperidinyl, piperazinyl, pyridazinyl, 
thienyl, pyrazinyl, thiazolyl, 1,2,4-triazolyl or furanyl. 

321 . The compound of claim 31 7 wherein 

Ring A is pyridin-4-yi, pyridin-3-yl, pyridin-2-yl or 1,2,4-triazolyI. 

322. The compound of claim 317 wherein 
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pji i substituent on carbon and is selected from cyano, hydroxy, Chalky! or a group 
(D-E-); whe wherein R 11 including group may be optionally substituted on carbon by one 
or more V; 

V is cyano, hydroxy or a group (D'-E'-); wherein V, including group (D* -£'•), may be 
optionally substituted on carbon by one or more W; 

W and Z are independently selected from cyano, Ci^alkyl or Cj^alkoxy; 

G and K are independently selected from Q-galkyl, C^alkenyl, C&jalkynyl, 
arylCi-6alkyl or (heterocyclic group)Ci^alkyl; wherein G and K may be optionally substituted 
on carbon by one or more Q; 

Q is cyano, hydroxy, oxo, Ci^alkyl, C2^alkenyl, C^allcoxy, Ci^alkanoyl, 
Ci^alkanoyloxy, iV-(C]. 6 allcj'l)carbamoyl, iV,iV-(Ci.6allcyl)2carbamoyl, Ci^allcoxycarbonyl, 
Ct^alkoxycarbonylamino, aryl, aryloxy or a group (ET-E"-); wherein Q, including group 
(D"~E"-) 5 may be optionally substituted on carbon by one or more Z; 

D, D' and D ? 9 are independently selected from aryl, arylCi^alkyl or heterocyclic 
group; wherein D, D' and D" may be optionally substituted on carbon by one or more F; a: 
wherein if said heterocyclic group contains an -NH- moiety that nitrogen may be optionally 
substituted by a group selected from K; 

E, E' andE" are independently selected from -O-, -C(0)0, -OC(OK -C(0>, 
-N(R a )C(0>, -C(0)N(R a )-, -S(0) r ; wherein R* is selected from hydrogen or C w aBcyl 
optionally substituted by one or more F and r is 0-2; and 

F and F are independently selected from nitro, hydroxy, Ci^lkyl, Ct^alkoxy, 
Ct^alkanoyl, A^-(C^alkyl)amino, Ar^(Ci^aIkyl)2amino, Ca^alkanoylamino or 
Ci^alkoxycarbonyl. 



323. The compound of claim 317 wherein R 12 is fluoro. 

324. The compound of claim 317 wherein R 12 is chloro. 

325. The compound of claim 316 wherein each of R 2 , R 3 , and R 4 corresponds to R 12 , R 13 , and 
R 14 , respectively, in claim 316 wherein: 



520 



WO 2005/030705 



PCT/US2004/031593 



Ring A is a pyridyl, indolyl, p>Timidyl, morpholinyl, piperidinyl, piperazinyl, 
pyridazinyl, thienyl, pyrazinyl, thiazolyl, oxazolyl, 1,2,4-triazolyl, isoxazolyl, isothiazolyl, 
pyrazolyl, or furanyl; 

RingB is thienyl, thiadiazolyl, thiazolyl, pyrimidyl, pyrazinyl, pyridazinyl or pyridyl; 

R 11 is halo, amino, Ci^alkyl, Ci. 6 aUcoxy, Cj^allcaiioyloxy, iVKCi~3alkyl)ainino, 

iV,^(Ci, 3 alkyI) 2 amiiio, C^alkanoylamino, iY-CCi^allQ'Ocai^ainoyl, 
MiV-(Ci. 3 alkyl)2carbamoyl; 

m is 0, 1, 2, wherein the values of R 11 are the same or different 
n is 0, 1, 2, wherein the values of R 12 are the same or different; 
R 12 is F or CI. 

326. The compound of claim 316 wherein each of R 2 , R\ and R 4 corresponds to R 12 , R 13 , and 
R 14 , respectively, in claim 316 wherein: 

Ring A is p3^idin-4-yI, pyridin-3-yl, pyridin-2-yl or 1,2,4-triazolyl; 

Ring B is thienyl or pyridyl; 
R 11 is halo, amino, methyl or niethoxy; 
m is 0, 1, 2, wherein the values of R n are the same or different, 
n is 0 or 1; 
R 12 is F. 

327. The compound of claim 316 that is 

0 V 

R 1 

wherein R 11 is selected from one of: 
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328. The compound of claim 316 wherein R 2 , R 3 , and R 4 are all H. 

329. The compound of claim 316 that is selected from one of the compounds of WO 
03/024448 wherein the terminal moieties -C(0)-NH-Ay\ -C(OHMH-Ay 2 , -C(0)-NH-Ar a -NH 2 , and 




are replaced with the moiety: 
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R 1 




wherein a>, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with claim 1. 

330. A compound according to claim 316 for use in inhibting histone deacetylase. 

331. A compound according to calim 316 for use in treatment of a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

332. The compound of claim 331, wherein said treatment is effected by inhibiting histone 
deacetylase. 

334. The compound of calim 331, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

335. The compound of claim 331, wherein said cell proliferative disease is cancer. 

336. The compound of claim 335, wherein said cancer is a solid tumor cancer. 

337. The compound of claim 335, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

338. A pharmaceutical composition comprising a compound according to claim 316 and a 
pharmaceutical^ acceptable carrier. 

339. The pharmaceutical composition of claim 338 further comprising a nucleic acid level inhibitor of 
histone deacetylase. 

340. The pharmaceutical composition of claim 339, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

341. The pharmaceutical composition of claim 340, wherein said antisense oligonucleotide is 
selected from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, 
SEQ ID No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID 
No:ll, SEQ ID No:12, SEQ ID No:13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID 
No:17. 
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342. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 316. 

343. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 338. 

344. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 339. 

345. The method of claim 343, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

346. The method of claim 343, wherein said cell proliferative disease is cancer. 

347. The method of claim 346, wherein said cancer is a solid tumor cancer. 

348. The method of claim 347, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

349. The method of claim 344, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

350. The method of claim 344, wherein said cell proliferative disease is cancer< 

351. The method of claim 350, wherein said cancer is a solid tumor cancer. 

352. The method of claim 351, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

353. A compound of the formula: 




or a pharmaceutical^ acceptable salt thereof, wherein 
3>is-NH 2 or-OH; 
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R 1 is H or as defined in claim 1; 

R 2 , R 3 , and R 4 are as defined in claim 1; and 

Ar, A, D, E, and G are as defined in JP 2003137866. 

354. The compound of claim 353 wherein R 1 , R 2 , R 3 , and R 4 are all H. 

355. The compound of claim 353 that is selected from one of the compounds of JP 2003137866 
wherein the terminal moiety: 



wherein O, R\ R 2 , R 3 , and R 4 are as defined in accordance with claim 1. 

356. A compound according to claim 353 for use in inhibting histone deacetylase. 

357. A compound according to calim 353 for use in treatment of a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

358. The compound of claim 357, wherein said treatment is effected by inhibiting histone 
deacetylase. 

359. The compound of calim 357, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

360. The compound of claim 357, wherein said cell proliferative disease is cancer. 

361. The compound of claim 360, wherein said cancer is a solid tumor cancer. 

362. The compound of claim 360, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

363. A pharmaceutical composition comprising a compound according to claim 353 and a 
pharmaceutical^ acceptable carrier. 

364. The pharmaceutical composition of claim 363 further comprising a nucleic acid level inhibitor of 
histone deacetylase. 




NH 2 is replaced with 
R 1 
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365. The pharmaceutical composition of claim 364, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

366. The pharmaceutical composition of claim 365, wherein said antisense oligonucleotide is 
selected from the group consisting if SEQ ID No:l, SEQ ID No:2 f SEQ ID No:3, SEQ ID No:4, 
SEQ ID No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No: 10, SEQ ID 
No:ll, SEQ ID No:12, SEQ ID No:13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID 
No: 17. 

367. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 353. 

368. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 363. 

369. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 364. 

370. The method of claim 368, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

371. The method of claim 368, wherein said cell proliferative disease is cancer. 

372. The method of claim 371, wherein said cancer is a solid tumor cancer. 

373. The method of claim 372, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

374. The method of claim 369, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

375. The method of claim 369, wherein said cell proliferative disease is cancer. 

376. The method of claim 375, wherein said cancer is a solid tumor cancer. 
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377. The method of claim 376, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

378. A compound of the formula: 



or a pharmaceutically acceptable salt thereof, wherein 
<D is -NH 2 or -OH; 
R 1 is H or as defined in claim 1; 
R 2 , R 3 , and R 4 are as defined in claim 1; 
X, Y, and A are as defined in JP 1 1-269146 (1999); and 
R u is the same as R 1 of JP 11-269146 (1999). 

379. The compound of claim 378 wherein R\ R 2 , R 3 , and R 4 are all H. 

380. The compound of claim 378 that is selected from one of the compounds 1-50 of Tables 2-4 
of JP 11-269146 (1999) wherein the terminal moiety; 



wherein O, R\ R 2 , R 3 , and R 4 are as defined in accordance with claim 1. 

381. A compound according to claim 378 for use in inhibting histone deacetylase, 

382. A compound according to calim 378 for use in treatment of a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

383. The compound of claim 382, wherein said treatment is effected by inhibiting histone 





NH 2 is replaced with the moiety: 




deacetylase. 
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384. The compound of calim 382, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

385. The compound of claim 382, wherein said cell proliferative disease is cancer. 

386. The compound of claim 385, wherein said cancer is a solid tumor cancer. 

387. The compound of claim 385, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

388. A pharmaceutical composition comprising a compound according to claim 378 and a 
pharmaceutical^ acceptable carrier. 

389. The pharmaceutical composition of claim 388 further comprising a nucleic acid level inhibitor of 
histone deacetylase. 

390. The pharmaceutical composition of claim 389, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

391. The pharmaceutical composition of claim 390, wherein said antisense oligonucleotide is 
selected from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, 
SEQ ID No:5, SEQ ID No:6, SEQ ID No:7. SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID 
No:ll, SEQ ID No:12, SEQ ID No:13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID 
No:17. 

392. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 378. 

393. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 388. 

394. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 389. 

395. The method of claim 393, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 
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396. The method of claim 393, wherein said cell proliferative disease is cancer. 

397. The method of claim 396, wherein said cancer is a solid tumor cancer. 

398. The method of claim 397, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 



399. The method of claim 394, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

400. The method of claim 394, wherein said cell proliferative disease is cancer. 

401. The method of claim 400, wherein said cancer is a solid tumor cancer. 

402. The method of claim 401, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

403. A compound of the formula: 



or a pharmaceutical^ acceptable salt thereof, wherein 
0> is -NH 2 or -OH; 
R 1 is H or as defined in claim 1; 
R 2 , R 3 , and R 4 are as defined in claim 1; 
n, X, Q, and A are as defined in JP 11-302173 (1999); and 
R 11 is the same as R 1 of JP 1 1-302173 (1999). 

404. The compound of claim 403 wherein R\ R 2 , R 3 , and R 4 are all H. 

405. The compound of claim 403 that is selected from one of the compounds 1-67 of JP 11- 
302173 (1999) wherein the terminal moiety: 



leukemia. 





NH 2 is replaced with the moiety 
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4$ 

o 

wherein <I>, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with claim 1. 

406. A compound according to claim 403 for use in inhibting histone deacetylase. 

407. A compound according to calim 403 for use in treatment of a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

408. The compound of claim 407, wherein said treatment is effected by inhibiting histone 
deacetylase. 

409. The compound of calim 407, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

410. The compound of claim 407, wherein said cell proliferative disease is cancer. 

411. The compound of claim 410, wherein said cancer is a solid tumor cancer. 

412. The compound of claim 410, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

413. A pharmaceutical composition comprising a compound according to claim 403 and a 
pharmaceutical^ acceptable carrier. 

414. The pharmaceutical composition of claim 413 further comprising a nucleic acid level inhibitor of 
histone deacetylase. 

415. The pharmaceutical composition of claim 414, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

416. The pharmaceutical composition of claim 415, wherein said antisense oligonucleotide is 
selected from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, 
SEQ ID No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID 
No:ll, SEQ ID No:12, SEQ ID No:13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID 
No:17. 



531 



WO 2005/030705 



PCT/US2004/031591 



417. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 403. 

418. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 413. 

419. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 414. 

420. The method of claim 418, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

421. The method of claim 418, wherein said cell proliferative disease is cancer. 

422. The method of claim 421, wherein said cancer is a solid tumor cancer. 

423. The method of claim 422, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 



424. The method of claim 419, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

425. The method of claim 419, wherein said cell proliferative disease is cancer. 

426. The method of claim 425, wherein said cancer is a solid tumor cancer. 

427. The method of claim 426, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

428. A compound of the formula: 



leukemia. 




or a pharmaceutical^ acceptable salt thereof, wherein 
3>is -NH 2 or -OH; 
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R 1 is H or as defined in claim 1; 

R 2 , R 3 , and R 4 are as defined in claim 1; 

n, Q, and A are as defined in JP 2001131130; and 

R u is the same as R 1 of JP 2001131130. 

429. The compound of claim 428 wherein R 1 , R 2 , R 3 , and R 4 are all H. 

430. The compound of claim 428 that is selected from one of the compounds of JP 2001131130 
wherein the terminal moieties 

NH 2 and NH 2 are replaced with the moiety 






wherein <X>, R\ R 2 , R 3 , and R 4 are as defined in accordance with claim 1. 

431. A compound according to claim 428 for use in inhibting histone deacetylase. 

432. A compound according to calim 428 for use in treatment of a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

433. The compound of claim 432, wherein said treatment is effected by inhibiting histone 
deacetylase. 

434. The compound of calim 432, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

435. The compound of claim 432, wherein said cell proliferative disease is cancer. 

436. The compound of claim 435, wherein said cancer is a solid tumor cancer. 

437. The compound of claim 435, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

438. A pharmaceutical composition comprising a compound according to claim 428 and a 
pharmaceutical^ acceptable carrier. 
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439. The pharmaceutical composition of claim 438 further comprising a nucleic acid level inhibitor of 
histone deacetylase. 

440. The pharmaceutical composition of claim 439, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

441. The pharmaceutical composition of claim 440, wherein said antisense oligonucleotide is 
selected from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, 
SEQ ID No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID 
No:ll, SEQ ID No:12 r SEQ ID No:13, SEQ ID No:14, SEQ ID No:15 f SEQ ID No:16, and SEQ ID 
No:17. 

442. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 428. 

443. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 438. 

444. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 439. 

445. The method of claim 443, wherein said cell proliferative disease is a neoplastic pell proliferative 
disease. 

446. The method of claim 443, wherein said cell proliferative disease is cancer. 

447. The method of claim 446, wherein said cancer is a solid tumor cancer. 

448. The method of claim 447, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

449. The method of claim 444, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

450. The method of claim 444, wherein said cell proliferative disease is cancer. 

451. The method of claim 450, wherein said cancer is a solid tumor cancer. 
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452. The method of claim 451, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

453. A compound of formula: 



or a pharmaceutical^ acceptable salt thereof, wherein 
<D is -NH 2 or -OH; 
R 1 is H or as defined in claim 1; 
R 2 , R 3 , and R 4 are as defined in claim 1; 

n, X, Q, and A are as defined in JP 10152462, JP 2002332267, and JP 11-302173; and 
R 11 is the same as R 1 of JP 10152462, JP 2002332267, and JP 11-302173. 

454. The compound of claim 453 wherein R 1 , R 2 , R 3 , and R 4 are all H. 

455. The compound of claim 453 that is selected from one of the compounds of JP 10152462, 
JP 2002332267, and JP 11-302173 wherein the terminal moiety 



wherein o, R\ R 2 , R 3 t and R 4 are as defined in accordance with claim 1. 

456. A compound according to claim 453 for use in inhibting histone deacetylase. 

457. A compound according to calim 453 for use in treatment of a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

458. The compound of claim 457 wherein said treatment is effected by inhibiting histone 



A— X-Q— (CH 2 ), 



n 





R 3 
R 1 



is replaced with the moiety: 




deacetylase. 
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459. The compound of calim 457, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

460. The compound of claim 457, wherein said cell proliferative disease is cancer. 

461. The compound of claim 460, wherein said cancer is a solid tumor cancer. 

462. The compound of claim 460, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

463. A pharmaceutical composition comprising a compound according to claim 453 and a 
pharmaceutical^ acceptable carrier. 

464. The pharmaceutical composition of claim 463 further comprising a nucleic acid level inhibitor of 
histone deacetylase. 

465. The pharmaceutical composition of claim 464, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

466. The pharmaceutical composition of claim 465, wherein said antisense oligonucleotide is 
selected from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, 
SEQ ID No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID 
No:ll, SEQ ID No:12, SEQ ID No:13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID 
No:17. 

467. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 453. 

468. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 463. 

469. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 464. 

470. The method of claim 468, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 
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471. The method of claim 468, wherein said cell proliferative disease is cancer. 

472. The method of claim 471, wherein said cancer is a solid tumor cancer. 

473. The method of claim 472, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

474. The method of claim 469, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

475. The method of claim 469, wherein said cell proliferative disease is cancer. 

476. The method of claim 475, wherein said cancer is a solid tumor cancer, 

477. The method of claim 476, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

478. A compounds of the formula: 



or a pharmaceutical^ acceptable salt thereof, wherein 
<£ is -NH 2 or -OH; 
R 1 is H or as defined in claim 1; 
R 2 , R 3 , and R 4 are as defined in claim 1; 
n, X, Q, and A are as defined in US 6,174,905; and 
R 11 is the same as R 1 of US 6,174,905. 

479. The compound of claim 478 wherein R 1 , R 2 , R 3 , and R 4 are all H. 

480. The compound of claim 478 that is selected from one of the compounds of US 
6,174,905 wherein the terminal moiety: 



A— X— Q— (CH 2 )i 





of the compounds of Table 1 of US 6,174,905 and the terminal moiety: 
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of the compounds of Tables 24 of US 6,174,905 are replaced with the moiety: 



R 1 




wherein O, R\ R 2 , R 3 , and R 4 are as defined in accordance with paragraph claim 1. 

481. A compound according to claim 478 for use in inhibting histone deacetylase. 

482. A compound according to calim 478 for use in treatment of a disease selected from the group 
consisting of a cell proliferative disease, a protozoal disease and a fungal disease. 

483. The compound of claim 482, wherein said treatment is effected by inhibiting histone 
deacetylase. 

484. The compound of calim 482, wherein said cell proliferative disease is a neoplastic cell 
proliferative disease. 

485. The compound of claim 482, wherein said cell proliferative disease is cancer. 

486. The compound of claim 485, wherein said cancer is a solid tumor cancer. 

487. The compound of claim 485, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

488. A pharmaceutical composition comprising a compound according to claim 478 and a 
pharmaceutical^ acceptable carrier. 

489. The pharmaceutical composition of claim 488 further comprising a nucleic acid level inhibitor of 
histone deacetylase. 

490. The pharmaceutical composition of claim 489, wherein siad nucleic acid level inhibitor is an 
antisense oligonucleotide complementary to a nucleic acid that encodes for a histone 
deacetylase. 

491. The pharmaceutical composition of claim 490, wherein said antisense oligonucleotide is 
selected from the group consisting if SEQ ID No:l, SEQ ID No:2, SEQ ID No:3, SEQ ID No:4, 
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SEQ ID No:5, SEQ ID No:6, SEQ ID No:7, SEQ ID No:8, SEQ ID No:9, SEQ ID No:10, SEQ ID 
No:ll, SEQ ID No:12, SEQ ID No:13, SEQ ID No:14, SEQ ID No:15, SEQ ID No:16, and SEQ ID 
No:17. 

492. A method of inhibiting histone deacetylase, the method comprising contacting said histone 
deacetylase with an inhibiting efective amount of a compound according to claim 478. 

493. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 488. 

494. A method of treating an individual having a disease selected from the group consisting of a cell 
proliferative disease, a protozoal disease and a fungal disease, said method comprising 
administering to said individual a treatment effective amount of the pharmaceutical composition 
of claim 489. 

495. The method of claim 493, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

496. The method of claim 493, wherein said cell proliferative disease is cancer. 

497 . The method of claim 496, wherein said cancer is a solid tumor cancer. 

498. The method of claim 497, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

499. The method of claim 494, wherein said cell proliferative disease is a neoplastic cell proliferative 
disease. 

500. The method of claim 494, wherein said cell proliferative disease is cancer. 

501. The method of claim 500, wherein said cancer is a solid tumor cancer. 

502. The method of claim 501, wherein said cancer is selected from the group consisting of a 
lymphoma, lung cancer, colon cancer, prostrate cancer, stomach cancer, breast cancer and 
leukemia. 

503. A compound selected from the compounds of Table 1 and Table la and pharmaceutical^ 
acceptable salts thereof. 
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SEQUENCE LISTING 

<110> Methylgene, Inc. 

Paquin, Isabelle 
Tessier, Pierre 
Mallais, Tammy C 
Leit, Silvana 
Frechette, Sylvie 
Be s t e r man , Je f f r ey 
Moradei, Oscar 
Vaisburg, Arkadii 

<120> Inhibitors of Histone Deacetylase 

<130> MBHB-03-552-C 

<160> 17 

<170> Patentln version 3.3 

<210> 1 

<211> 20 

<212> DMA 

<213> Artificial 

<220> 

<223> Synthetic oligonucleotides: accession number U50079 
<400> 1 

gaaacgtgag ggactcagca 



<210> 2 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Synthetic oligonucleotides: accession number U50079 

<400> 2 

ggaagccaga gctggagagg 



<210> 3 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Synthetic oligonucleotides: accession number U50079 

<400> 3 

gttaggtgag gcactgagga 



<210> 4 
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<211> 20 

<212> DNA 

<213> Artificial 



<220> 

. <223> Synthetic oligonucleotides: accession number U31814 
<400> 4 

gctgagctgt tctgatttgg 



<210> 5 

<211> 20 

<212> DNA 

<213> Artificial 



<220> 

<223> Synthetic oligonucleotides: accession number U31814 
<400> 5 

cgtgagcact tctcatttcc 



<210> 6 

<211> 20 

<212> DNA 

<213> Artificial 



<220> 

<223> Synthetic oligonucleotides: accession number AF039703 
<400> 6 

cgctttcctt gtcattgaca 



<210> 7 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Synthetic oligonucleotides: accession number AF039703 

<400> 7 

gcctttccta ctcattgtgt 



<210> 8 

<211> 20 

<212> DNA 

<213> Artificial 



<220> 

<223> Synthetic oligonucleotides: accession number AB006626 
<400> 8 

gctgcctgcc gtgcccaccc 
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20 



<210> 9 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Synthetic oligonucleotides: accession number AB006626 
<400> 9 

cgtgcctgcg ctgcccacgg 

<210> 10 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Synthetic oligonucleotides: accession number AB006626 
<400> 10 

tacagtccat gcaacctcca 

20 

<210> 11 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Synthetic oligonucleotides: accession number AB006626 
<400> 11 

atcagtccaa ccaacctcgt 



20 



<210> 12 

<211> 20 

<212> DNA 

<213> Artificial 



<220> 
<223> 



Synthetic oligonucleotides: accession number AF039691 



<400> 12 

cttcggtctc acctgcttgg 



<210> 13 

<211> 20 

<212> DNA 

<213> Artificial 



20 



<220> 

<223> Synthetic oligonucleotides: accession number AJ011972 



3/4 



WO 2005/030705 



PCT/US2004/031591 



<400> 13 

caggctggaa tgagctacag 



20 



<210> 14 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Synthetic oligonucleotides: accession number AJ011972 

<400> 14 

gacgctgcaa tcaggtagac 2 0 

<210> 15 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Synthetic oligonucleotides: accession number AF239243 



<210> 16 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Synthetic oligonucleotides: accession number AF230097 

<400> 16 

ctccggctcc tccatcttcc 2 0 



<210> 17 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Synthetic oligonucleotides: accession number AF230097 



<400> 15 

cttcagccag gatgcccaca 



20 



<400> 17 

agccagctgc cacttgatgc 



20 
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INTERNATIONAL SEARCH REPORT 



lr«Battonal application No. 
PCT/US2004/031591 



Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item l.b of the first sheet) 



1. 



With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, the international search was carried out on the basis of: 

a. type of material 

fx] a sequence listing 

I | table(s) related to the sequence listing 

b. format of material 

in written format 
[xj In computer readable form 

c. time of filing/furnishing 
contained in the international application as filed 



X 



PH filed together with the international application in computer readable form 
I 1 furnished subsequently to this Authority for the purpose of search 

2 * LZI ln add-on, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been filed 
or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 



3. Additional comments: 



Form PCT/ISA/210 (continuation of first sheet (1)) (January 2004) 



INTERNATIONAL SEARCH REPORT 



Intern 'jmnal Application No 

PClWs2004/031591 



A. CLASSIFICATION OF SUBJECT MATTER . „„„ 

IPC 7 C07C237/40 C07C233/25 C07C235/58 C07C237/20 C07C255/60 

C07C323/42 C07D333/20 A61K31/16 A61K31/33 A61K31/381 

A61P35/00 C07D307/52 CO7D409/12 C07D409/14 C07D333/16 

According lo International Palenl Classification (IPC) or lo bolh national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 C07C C07D A61K A61P 



Documentation searched other than minimum documentation lo the extent that such documents are included In the fields searched 
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